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TO TRY” UNAPPROVED DRUGS: WHY THE 

“FUSS” OVER A “FIX” OF WHAT “AIN’T BROKE”? 

WILLIAM M. ZOFFER, J.D.† 

he significance of the federal Trickett Wendler, Frank Mongi-
ello, Jordan McLinn, and Matthew Bellina Right to Try Act of 

2017 and its state counterparts is widely misunderstood. The legis-
lation is both more and less than it may seem at first blush. This 
much is clear: at the federal level, it opens a new pathway, alongside 
the existing FDA-regulated pathway, for making promising investi-
gational drugs available to seriously ill patients who lack meaningful 
alternative treatment options (“treatment use”). This Article aims 
to elucidate the real import of these laws by examining them in the 
detailed historical context of how treatment use has been regulated 
before the laws’ advent, and how that regulation had repeatedly 
been challenged, unsuccessfully, in all three branches of govern-
ment. The decades-long history of those prior challenges, all of 
which fundamentally targeted the FDA’s broad gatekeeping role in 
the modern drug regulatory paradigm, is excavated in considerable 
depth.  
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Straddling this more-less dichotomy, this Article demon-
strates on the one hand why the promise of the new legislation is 
less than proponents’ bold claims of being life-saving and transform-
ative. To this end, this Article contrasts the new and extant pathways 
in light of decision factors that matter to mainstream drug develop-
ers. Their willingness to participate along any pathway is rate-limit-
ing. Building on this view, this Article canvasses public reports 
through mid-2020 of actual “right to try” patient experience in or-
der to substantiate the expectation that it would be scant, and un-
convincing of broader uptake to come.  

On the more side of the dichotomy, this Article analyzes the 
broader ramifications of these bills, even beyond the potential to 
incentivize questionable fringe business models. In historical con-
text, passage of the legislation is a celebrated “first” success in a 
long-running series of challenges to the FDA’s broad gatekeeping 
authority, in this specific context of treatment use. An undercurrent 
of aversion toward that authority has been persistent, and naturally 
flows to the sympathetic context of seriously ill patients. As a num-
ber of scholars and reporters have observed, proponents of “right 
to try” have a broader deregulatory agenda, and their ability to have 
achieved a first breakthrough in the treatment use context is the 
greater significance of the recent legislative campaign. 
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INTRODUCTION 

[In] my State of the Union Address, four 
months ago, I called on Congress to pass Right 
to Try . . . We will be saving—I don’t even want 
to say thousands, because I think it’s going to be 
much more—thousands and thousands, hun-
dreds of thousands . . . patients with life-threat-
ening illnesses will finally have access to experi-
mental treatments that could improve or even 
cure their conditions . . . we weren’t able to use 
them before . . . .1 

So remarked President Trump, a man not known for under-
statement, upon signing into law the Trickett Wendler, Frank 
Mongiello, Jordan McLinn, and Matthew Bellina Right to Try Act 
of 2017 (“Federal RTTA”).2 Despite the President’s grandiloquent 
words,3 he was hardly alone in trumpeting passage of the bill as a 

 
 1. Remarks by President Trump at S.204, “Right to Try” Bill Signing, THE WHITE HOUSE 

(May 30, 2018, 12:31 PM), https://www.whitehouse.gov/briefings-statements/remarks-
president-trump-s-204-right-try-bill-signing. 
 2. Trickett Wendler, Frank Mongiello, Jordan McLinn, and Matthew Bellina Right 
to Try Act of 2017, Pub. L. No. 115–176, 132 Stat. 1371 (2018) [hereinafter Federal RTTA] 
(codified in part at 21 U.S.C. § 360bbb-0a, 561B (2018)). 
 3. Examples have multiplied since the signing ceremony, in the context of the Pres-
ident’s campaign for re-election, and politicized debate about the regulatory status and 
availability of unproven treatments (like hydroxychloroquine) for the 2019 Novel Corona-
virus (2019-nCoV) (“Covid-19”). President Trump reportedly said at an October 2019 rally 
in Lake Charles, Louisiana that “‘it’s a miracle—so many people have been saved.’” Jeremy 
Snyder, Trump brags that he’s helping patients access medical ‘miracles.’ He isn’t., WASH. POST 
(Nov. 15, 2019, 10:23 AM), https://www.washingtonpost.com/outlook/trump-brags-that-
hes-helping-patients-access-medical-miracles-he-isnt/2019/11/15/14690142-00df-11ea-
8501-2a7123a38c58_story.html. On January 30, 2020, in Des Moines, Iowa, still before the 
public health crisis of Covid-19 dawned, President Trump expounded at length about the 
Federal RTTA as one of the highlights of his time in office: 

I love Right to Try. You know what that is. (APPLAUSE) That is people are 
terminally ill[,] and they can’t use medicine because and they have been 
trying to pass this almost were 50 years. You can’t use the medicine. We have 
the greatest doctors, labs, hospitals in the world. They come up with medi-
cine but it has to go through the FDA procedure, right? And you can do 
anything, you can’t use it. They won’t let you use it. Now I have you sign an 
agreement you’re not going to sue the United States, you’re not going to 
this, your family, etc., etc. very simple and they can use it and you have no 
idea of the results that are taking place. (APPLAUSE) You have no idea. You 
have no idea of the results. People’s lives have been—and for me it was sim-
ple. I said wait a minute you are worried about hurting somebody these peo-
ple are dying, they are terminally ill, they are admitting they are terminally 
ill and you won’t let them use the drug that may work. Let them use the 
drug, and we are letting them use the drug and it is working in a lot of cases. 

President Donald Trump Delivers Remarks at Political Rally in Des Moines, Iowa, CQ 

TRANSCRIPTIONS (Jan. 30, 2020 8:00 PM), https://advance.lexis.com/api/permalink/ 
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dramatic breakthrough for desperately ill patients. Legislative ac-
tion at the federal level capped a wave that had swept over at least 
forty-one states by mid-2018.4 Not long after President Trump 
signed the federal bill, the Goldwater Institute, the prime mover in 
the legislative campaign,5 declared that the movement to “protect[] 
the right of terminally ill patients to try promising new treatments 
that are being safely used in clinical trials” was “already saving 
lives.”6 

However, the right to try movement was not really saving 
lives, and likely never will be a meaningful factor for seriously ill 
patients.7 This is because the Food and Drug Administration 
(“FDA”), mainstream patient advocacy groups, and “ethical”8 drug 

 
cc3f2f3d-99c3-44cb-8ec7-fc6e3a9da6a3/?context=1000516. Finally, President Trump 
has invoked the Federal RTTA in defending his controversial advocacy for liberal use 
of hydroxychloroquine and other unproven treatments for COVID-19. 
See White House Coronavirus Task Force Members Hold News Conference, CQ TRANSCRIPTIONS 

(Apr. 5, 2020), https://advance.lexis.com/api/permalink/346ec173-9642-4014-bcee-
dc10aff4fb75/?context=1000516. 
 4. Jennifer Tiedemann, ALASKA BECOMES 41ST STATE TO ENACT RIGHT TO TRY 
LEGISLATION, GOLDWATER INST. (July 13, 2018), https://goldwaterinstitute.org/Article/ 
alaska-becomes-41st-state-to-enact-right-to-try-legislation.  
 5. The Goldwater Institute is engaged, through courtroom and legislative advocacy, 
in “advancing the principles of limited government, economic freedom, and individual lib-
erty.” About the Goldwater Institute, GOLDWATER INST., https://goldwaterinstitute.org/about 
(last visited Nov. 4, 2019). The Institute appropriately claims credit for having “crafted the 
policy upon which all state Right to Try laws are based and … [for] leading the effort to 
enact Right to Try on the state and federal levels.” Tiedemann, supra note 4. To this end, it 
published model state legislation to serve as the starting point for the multitude of state laws 
that have passed. See Right to Try Model Legislation, GOLDWATER INST., https://goldwaterin-
stitute.org/wp-content/uploads/cms_page_media/2016/1/5/GoldwaterInstituteRightto-
TryModel.pdf (last visited Sept. 25, 2019). 
 6. Tiedemann, supra note 4. 
 7. See infra Part II.E (explaining why the reported “right to try” examples in the pub-
lic domain, including those celebrated by the Goldwater Institute, are idiosyncratic and not 
convincing as harbingers of broad use to come of the new pathway). 
 8. In referring to drug developers and manufacturers, the word “ethical” deliberately 
appears in quotation marks throughout this Article to achieve a double-entendre. As a term 
of art, it harkens back to an era of comparatively minimal federal regulatory authority over 
therapeutics, when the dawning research-based pharmaceutical industry, as well as the med-
ical and pharmacy professions, sought to improve their stature and leverage in the market 
for health care goods and services through higher standards and increased regulation. They 
aimed to break the hold on the self-medicating public of so-called proprietary or “patent” 
medicines. Ironically, the purveyors of such “patent medicines” typically had not secured 
patents at all. Usually, they had nothing inventive that would qualify for patenting, much 
less reliably be efficacious and safe. Still, the allure of something very special and unique, 
whose ingredients had to be kept secret, fueled their unscrupulous direct-to-consumer sales 
and marketing. In contrast, “ethical” manufacturers welcomed more regulation (particu-
larly requirements to disclose product ingredients) and sought to distinguish themselves by 
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developers (in whose hands most promising investigational thera-
pies rest) remain wary of the Federal RTTA’s new pathway for “treat-
ment use”9 of investigational drugs for patients who are not able to 
participate in conventional clinical trials. To these key constituents, 
the still open “old” pathway for treatment use—availability of inves-
tigational drugs within the delicately balanced framework of the 
FDA’s Expanded Access program—remains fit for purpose, partic-
ularly with streamlining administrative improvements over time.10 
While not perfect, this pathway is preferable to one that altogether 
bypasses the gatekeeping and oversight functions of the FDA and 

 
restricting their marketing to medical professionals and fully disclosing ingredients. To re-
inforce the goal of transparency, the ingredients were typically represented as conforming 
to the identity and quality standards of public monographs (e.g., those of the United States 
Pharmacopeia). Eventually, with the emergence of the modern drug regulatory system, the 
term “ethical” drug evolved to be somewhat synonymous with “prescription” drug. In the 
“right to try” context of potentially vulnerable patients with waning hope, the historical, 
term of art connotation of “ethical” reinforces the vital common sense meaning of the term, 
i.e., fundamentally patient-serving rather than self-serving. See generally Kara W. Swanson, 
Food and Drug Law as Intellectual Property Law: Historical Reflections, 2011 WIS. L. REV. 331 
(2011). 
 9. “Treatment use” appears throughout this Article as an inclusive term of art mean-
ing any pre-approval use of a drug not as part of clinical trials that are being conducted for 
the primary purpose of building generalizable knowledge, i.e., as “not a necessary part of 
the drug development process . . . leading to systematic accumulation of data intended to 
support marketing authorization . . . [but rather] intended to benefit very sick patients by 
permitting them to receive investigational drugs to treat their diseases and conditions, with 
collection of information about the drug being incident to the intent to treat.” Charging 
for Investigational Drugs, 71 Fed. Reg. 75,168, 75,170 (proposed Dec. 14, 2006) (to be cod-
ified at 21 C.F.R. pt. 312). Other terms—including “expanded access,” “compassionate use,” 
“single-patient protocol exceptions,” “large open protocols,” “named patient use,” and “pre-
approval access”—are also commonly used, often interchangeably, although their meanings 
are technically not synonymous. In rulemaking that concluded in 2009, the FDA incorpo-
rated into its prevailing regulatory framework for treatment use the term “Expanded Ac-
cess” that Congress adopted in the Food and Drug Administration Modernization Act of 
1997. Pub. L. 105-115, 111 Stat. 2365 § 402 (1997, codified as amended at 21 U.S.C. §260bbb 
(2018)) (providing for “Expanded Access to Unapproved Therapies and Diagnostics”). In 
light of the Federal RTTA’s definition of a new authorized pathway for treatment use, the 
term “Expanded Access” that the FDA adopted years ago is no longer all-inclusive of legally 
sanctioned options for treatment use. See Federal RTTA, supra note 2.   
 10. See Sarah Karlin-Smith, Trump’s controversial new health care idea, POLITICO (Feb. 2, 
2018, 5:03 AM), https://www.politico.com/agenda/story/2018/02/02/trump-health-care-
right-to-try-000636. 
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institutional review boards (“IRBs”),11 which is precisely what the 
Federal RTTA’s new pathway does.12  

If principal stakeholders are reluctant (key among them, 
would-be suppliers of promising investigational drugs, whose will-
ingness to participate along any pathway is rate-limiting), then they 
will marginalize the Federal RTTA and state counterparts, render-
ing them largely ineffectual.13 Yet proponents and supportive poli-
ticians have invested considerable time, energy, and resources in 
the recent legislative campaign, and proudly celebrate its out-
comes.14 So what more does the campaign portend, beyond ques-
tionable fringe business models it may spur?15 

This Article, building on the extensive history of how the 
FDA has regulated treatment use to this point and how the prevail-
ing regulatory paradigm has repeatedly but unsuccessfully been 
challenged in all three branches of government, aims to explain 
why the Federal RTTA’s new treatment use pathway is both more 
and less than it might appear at first blush. 

This Article proceeds in three parts. Part One lays the nec-
essary historical foundation of (i) the emergence and evolution of 
the FDA’s carefully balanced Expanded Access framework for regu-
lating treatment use, entirely in keeping with the FDA’s broad gate-
keeping role in the modern drug regulatory system,16 and (ii) a 
 
 11. An institutional review board is “any board, committee, or other group formally des-
ignated by an institution to review, to approve the initiation of, and to conduct periodic review 
of, biomedical research involving human subjects . . . [with a] primary purpose . . . to assure the 
protection of the rights and welfare of the human subjects.”  
21 C.F.R. § 56.102(g) (2019). Any clinical investigation subject to FDA oversight under an 
Investigational New Drug Application must receive approval from an IRB, in keeping with 
the requirements of FDA regulations, before being initiated and must remain under the 
continuing supervision of the IRB. 21 C.F.R. § 56.103(a) (2019). In addition, the FDA can 
decline to consider data from any clinical investigation that was not conducted under the 
required IRB oversight when reviewing an application to market a drug. 21 C.F.R. 
§ 56.103(b) (2019). 
 12. See infra Part II.A.i. 
 13. See infra Parts II.D and II.E. 
 14. See Karlin-Smith, supra note 10.  
 15. See infra Part III. 
 16. See 21 U.S.C. § 355(a) (2018) (providing that “[n]o person shall introduce or de-
liver for introduction into interstate commerce any new drug, unless an approval of an ap-
plication . . . is effective with respect to such drug.”); see also 21 U.S.C. § 355(d) (2018) 
(mandating, among other requirements for approval, that the sponsor have submitted suf-
ficient evidence that use of the drug is safe, and also substantial evidence of its effectiveness, 
under the proposed conditions of use). To oversimplify a complicated regulatory regime 
with many highly technical defined terms, statutory inter-dependencies, and (sometimes 
quite esoteric) exceptions, these provisions establish the FDA’s fundamental gatekeeping 

https://www.law.cornell.edu/uscode/text/21/355
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series of unsuccessful challenges in all three branches of govern-
ment to the FDA’s plenary gatekeeping role in that framework. 
These challenges manifest a long-simmering undercurrent of aver-
sion to this broad gatekeeping role in the modern drug regulatory 
system overall,17 which naturally gravitates to the heart-wrenching 
context of seriously ill patients with waning hope and a willingness 
to assume considerable risk in taking “last resort” treatment. 

Part Two focuses on the less than “first meets the eye” side of 
the Federal RTTA ledger, examining why reported use of the new 
pathway is scant and likely to remain that way. The analysis begins 
by comparing how the new pathway compares with the conven-
tional Expanded Access pathway, and against that backdrop, high-
lights decision factors important to would-be suppliers. This is fol-
lowed by scrutiny of actual patient experience along the new 
pathway through mid-2020, which is extremely limited and not in-
dicative of broader use to come. This analysis validates the supposi-
tion that the new pathway has negligible practical significance. 

Part Three explores the more than “first meets the eye” side 
of the ledger. Drawing substantially on prior scholarly and journal-
istic reports, it positions the Federal RTTA as a long-awaited break-
through challenge, albeit of limited practical significance, to the 
FDA’s sweeping oversight of treatment use. In other words, the Fed-
eral RTTA represents a mobilizing “proof of concept” for those who 
harbor ambitions for an even broader rollback of the FDA’s plenary 
gatekeeping role in the contemporary drug regulatory system. 
  

 
role in the modern drug regulatory paradigm. See generally United States v. Rutherford, 442 
U.S. 544, 546-48 (1979). In keeping with this sweeping authority, and in order to enable 
carefully regulated drug development, Congress has expressly authorized the FDA to prom-
ulgate regulations exempting investigational use of drugs from the requirement of pre-mar-
ket approval, under defined conditions. 21 U.S.C. § 355(i) (2018). From the start, in a rule-
making completed in 1987, the FDA has anchored its treatment use options for early access 
to investigational drugs, outside conventional clinical trials needed for marketing applica-
tions or otherwise geared to broad “knowledge building” purposes, in this authority. The 
result was to plug treatment use into a ready-made battery of important safeguards for pa-
tients. See infra Part I.A.ii.c. 
 17. See infra Part III.B. 
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I. THE FDA’S HISTORY OF REGULATING TREATMENT USE, 
AND PRIOR CHALLENGES TO IT 

A. The Established, Fit-For-Purpose Paradigm For 
Regulating Treatment Use, In Keeping With The 
FDA’s Broad Gatekeeping Role In The Modern Drug 
Regulatory System 

i. The FDA’s historic, initially informal, 
accommodation of treatment use 

By the time the FDA first proposed to formalize conditions 
for treatment use in the 1980s,18 as part of a broad overhaul of its 
regulations governing the conduct of clinical trials under Investiga-
tional New Drug (“IND”) Applications,19 it already had a long infor-
mal history of allowing treatment use. This informal history traces 
back to the enactment of the Federal Food, Drug, and Cosmetic Act 
in 1938.20 As recounted in The FDA's New Procedures for the Use of In-
vestigational Drugs in Treatment, authored in the late 1980s by the 
then-serving FDA Commissioner and colleagues, promising drugs 
had already been made available to tens of thousands of patients for 
treatment use in the 1970s and 1980s.21 In 1983, when the proposed 

 
 18. Proposed New Drug, Antibiotic, and Biologic Drug Product Regulations, 48 Fed. 
Reg. 26,720, 26,730 (proposed June 9, 1983) [hereinafter Initial Proposed Treatment Use 
and Sale Regulations] (to be codified at 21 C.F.R. pt. 312). 
 19. Id. at 26,720. (For short, the overhaul went by the name “IND Rewrite;” it moved 
in tandem with the so-called “NDA Rewrite,” which was intended to streamline procedures 
for review of New Drug Applications submitted for marketing approval.) 
 20. S. REP. NO. 105-43, at 16 (1997) (“The FDA established informal policies relating 
to compassionate use of investigational products shortly after enactment of the 1938 Act, 
but these policies remained informal and outside FDA regulations.”). 
 21. Frank E. Young, M.D., Ph.D. ET AL., The FDA’s New Procedures for the Use of Investiga-
tional Drugs in Treatment, 259 JAMA 2267 (1988). Cardioselective ß-blockers were the first 
class of drugs administered at scale for treatment use before the rulemaking in the 1980s. 
Id. Thousands of patients with bronchospastic lung disease started taking the beta-blocker 
metoprolol before it was approved in 1976. Id. Likewise, in the category of antiarrhythmic 
drugs, more than 600 cardiologists treated at least 20,000 patients with the drug amioda-
rone before it was approved in late 1985. Id. Other examples, in the class of calcium antag-
onists for use in treating angina, are the drug nifedipine, which 20,000 patients took before 
it was approved in late 1981, and the drug verapamil, which approximately 5,000 patients 
took before it was approved, also in 1981. Id. at 2267–68. Additionally, more than 4,000 
patients with a history of Pneumocystis carinii incident to AIDS were treated with zidovu-
dine/AZT while it was awaiting FDA approval, which was granted in March 1987. Id. at 2268.  
Finally, a number of oncology drugs (including etoposide, streptozocin, interleukin 2, and 
tetrahydrocannabinol for treating nausea and vomiting secondary to cancer chemotherapy) 
were furnished to patients at comprehensive cancer centers in the National Cancer 
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regulations were first published, the FDA reported that “treatment 
[IND's] submitted by individual physicians now account for approx-
imately 30 percent of all IND's received by the FDA in a typical 
year,” including INDs covering conventional drug development.22 

Until the rulemaking in the 1980s, treatment use was not ex-
plicitly sanctioned, and the criteria guiding the FDA’s allowance 
were entirely unwritten.23 But in keeping with the FDA’s plenary 
gatekeeping authority in the modern drug regulatory paradigm, it 
was broadly understood and implicit that treatment use required 
FDA review and concurrence.24 

In the inaugural rulemaking, the FDA was candid about its 
need and intent to be explicit about conditions and criteria for 
treatment use that had already become an established practice: 

Although . . . [the FDA] has for many years per-
mitted selected investigational drugs to be dis-
tributed primarily for treatment use . . . the cur-
rent IND regulations do not specifically 
authorize the practice. The proposed revisions 
would expressly authorize this use of investiga-
tional drugs, define the universe of drugs eligi-
ble for treatment use, and describe the proce-
dures by which these drugs can be obtained . . . 
[the] FDA has been criticized for not adequately 
informing the medical commu[n]ity [sic] about 
the availability of certain investigational drugs 
for treatment use.25 

That laid the foundation for the treatment use framework 
that persists to this day under the banner of Expanded Access. 

 
Institute’s “Group C” treatment scheme and analogous programs, starting in the mid-1970s. 
Id. at 2268. 
 22. Initial Proposed Treatment Use and Sale Regulations, supra note 18, at 26,729. 
 23.  Id. at 26,728-29. 
 24. Id. 
 25. Id.; see also FDA Proposals to Ease Restrictions on the Use and Sale of Experimental Drugs: 
Hearing Before the Subcomm. on Human Resources & Intergovernmental Relations of the H. Comm. 
on Gov’t Operations, 100th Cong. 94 (1987) [hereinafter Congressional Hearing on Treatment 
Use and Sale Rulemaking], at 12–14 (explaining that during the hearing, Richard M. Cooper, 
who served as the FDA’s Chief Counsel from 1977 to 1979 and who appeared on behalf of 
a bipartisan group of five former Commissioners and four former Chief Counsels, testified 
that the FDA had “a longstanding practice” of permitting treatment use that “was informal, 
[and] not expressly authorized by the regulations”). 
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ii. The formal treatment use pathway that 
emerged from rulemaking in the 1980s 

a. Policy objectives to be balanced  

The policy considerations that the FDA articulated in its in-
augural proposal are now familiar: 

• that seriously ill patients who have ex-
hausted treatment alternatives have an op-
portunity to benefit from promising new 
treatments, subject to appropriate safe-
guards; 

• that in the patients’ circumstances the ben-
efit-risk balance of taking an investigational 
drug be positive, with adequate information 
available to support the prospect of benefit 
and the overall benefit-risk evaluation; 

• that patients not be, as a result of premature 
or overly broad availability of treatment use, 
deterred from participating in clinical inves-
tigations needed to support marketing ap-
plications with adequate evidence of safety 
and effectiveness; and 

• incidentally, that treatment use—which is 
not sufficiently “controlled” to yield scientif-
ically rigorous evidence of a therapy’s effi-
cacy—nonetheless may serve as a means of 
collecting additional information about its 
emerging safety profile.26 

b. Eligibility criteria for treatment 
access 

Seeking to strike an appropriate balance, the regulations 
prescribed tight eligibility criteria. In final form, they required that: 

• the drug be intended to treat a serious or 
immediately life-threatening disease; 

• no comparable or satisfactory alternative 
drug or other therapy to treat that stage of 
the disease in the intended population be 
available; 

 
 26. Initial Proposed Treatment Use and Sale Regulations, supra note 18, at 26,728–29. 
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• the drug be under investigation in a con-
trolled clinical trial under an IND in effect 
for the trial, or alternatively, all clinical trials 
have been completed; 

• the sponsor of the controlled clinical trial be 
actively pursuing marketing approval of the 
investigational drug with due diligence; and 

• the FDA be satisfied that an applicable evi-
dentiary standard to justify treatment has 
been met.27 

The FDA finally settled on a bifurcated evidentiary standard, 
preserving a strong gatekeeping role for the FDA aligned with the 
modern drug regulatory paradigm.28 However, for a time that align-
ment was in doubt. The FDA initially bent under late-breaking de-
regulatory pressure from the White House to substantially relax the 
standard for treatment use in patients with an immediately life-
threatening disease; accordingly, it opened a second round of rule-
making leaning in that direction.29 Ultimately, the FDA did not 
break. A broad spectrum of stakeholders who rose in opposition 
worried that if adopted, the proposed revision would eviscerate the 
FDA’s authority to review treatment use for immediately life-threat-
ening diseases.30 In the end, the FDA retreated, adopting the fol-
lowing bifurcated evidentiary standards: 

• for drugs intended to treat a serious disease 
or condition, that there be sufficient evi-
dence of safety and effectiveness to support 
such use; and 

• for drugs intended to treat an immediately 
life-threatening disease, that the available 
scientific evidence, taken as a whole, provide 
a reasonable basis for concluding that the 
drug both (1) may be effective for its in-
tended use in its intended patient popula-
tion and (2) would not expose patients who 

 
 27. Investigational New Drug, Antibiotic, and Biological Drug Product Regulations; 
Treatment Use and Sale, 52 Fed. Reg, 19,466, 19,476 (1987) [hereinafter Final Treatment 
Use and Sale Regulations of 1987] (codified in pertinent part at 21 C.F.R. § 312.34). 
 28. Id. at 19,468. 
 29. See infra Part I.B.iii. 
 30. See infra Part I.B.iii. 
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receive the drug to an unreasonable and sig-
nificant additional risk of illness or injury.31 

Readers not familiar with the mechanics may find useful 
some very basic logistical information about treatment use author-
ized in the FDA’s standard paradigm. These basics remain, under 
the FDA’s current Expanded Access regulations, essentially the 
same as proposed and codified in the inaugural rulemaking con-
cluded in 1987.32 The terminology may appear somewhat incongru-
ous without an appreciation that the FDA has—with subsequent 
congressional ratification—always rooted its regulation of treat-
ment use in its general framework for overseeing clinical trials.33  

First, an application to the FDA for treatment use can come 
either from companies seeking to accommodate it on scale, acting 
in the capacity of “sponsor,” or from licensed physicians treating 
individual patients in need, acting in the dual capacity of “sponsor” 
and “investigator.”34 An application from a company can take the 
form either of a “treatment protocol” filed as an amendment to an 
existing IND or of a new, separate treatment IND.35 In either event, 
the required detailed technical information about the drug, such as 
the results of relevant prior testing in animals and humans or details 
about its formulation and manufacturing, is available.36 If an indi-
vidual physician is applying she must submit a protocol specifying 
the proposed conditions of treatment use, and the manufacturer 
must cooperate by granting permission for the FDA to reference 
technical information in the existing (typically “commercial”) IND, 
and of course by being willing to supply the drug.37 No matter 
whether a company or a physician is acting as the “sponsor,” the 

 
 31. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,468. 
 32. See Initial Proposed Treatment Use and Sale Regulations, supra note 18, at 26,729-
31 (discussing treatment use logistics and “clinical holds” in the preamble to the initial 1983 
proposal); see also 21 C.F.R. §§ 312.305, 312.42 (2019) (current regulations setting forth lo-
gistical requirements and confirming the FDA’s authority to impose a “clinical hold” on any 
Expanded Access IND or protocol); see generally EXPANDED ACCESS TO INVESTIGATIONAL 

DRUGS FOR TREATMENT USE – QUESTIONS AND ANSWERS GUIDANCE FOR INDUSTRY (updated 

Oct. 2017) [hereinafter FINAL 2016 EXPANDED ACCESS GUIDANCE, AS UPDATED], 
https://www.fda.gov/media/85675/download (providing the most current FDA guidance 
in the field). 
 33. See infra Part I.A.ii.c. 
 34. 21 C.F.R. § 312.305 (2019). 
 35. Id. 
 36. Id. 
 37. 21 C.F.R. § 312.305(b)(1) (2019). 
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FDA’s recourse, if not satisfied that treatment use may appropriately 
proceed under the proposed conditions, is to impose a “clinical 
hold.”38 The FDA can take that step at any point it has cause to do 
so, but if it does not act within thirty days after the filing of a new 
IND, treatment use of patients can then lawfully begin.39 The wait-
ing period, however, is not applicable to protocols submitted as 
amendments to an existing IND, except for the category of broad-
scale treatment use.40 In all cases, treatment can begin only after 
IRB approval, prior submission of requisite information to the FDA, 
and securing of the patient’s informed consent according to FDA 
requirements.41 

The regulations provide for emergency processing of appli-
cations in defined circumstances, including initial intake and ap-
proval by telephone or other rapid means of communication, fol-
lowed by corresponding documentation timely filed in the standard 
format.42 In emergency circumstances, requirements for IRB review 
and informed consent may be adjusted.43 Emergency procedures 
are of course essential to meet urgent individual patient needs, but 
they require no further discussion for present purposes. 

c. The broad oversight and patient 
safeguards associated with the 
regulatory construct the FDA se-
lected 

As noted earlier,44 Congress has vested the FDA with sweep-
ing authority as a gatekeeper in the modern drug regulatory system. 
That authority includes an express grant to promulgate regulations 
exempting investigational use of drugs from the general require-
ment of pre-market approval, under defined conditions. The FDA 
has, and has used, authority to impose conditions beyond those in 
the statute.45  Since its initial codification, the FDA has tethered its 
provision for treatment use to this foundation and supervised it 
 
 38. 21 C.F.R. § 312.305(d) (2019). 
 39. Id. Treatment can lawfully begin before the end of the thirty-day waiting period if 
the FDA sends the sponsor communication affirmatively permitting commencement. Id. 
 40. Id.; 21 C.F.R. § 312.30(a) (2019). 
 41. 21 C.F.R. § 312.30(a) (2019); 21 C.F.R. §§ 50.25, 50.27 (2019). 
 42. 21 C.F.R. § 312.310(d) (2019). 
 43. 21 C.F.R. §§ 50.24, 312.310(b) (2019). 
 44. See supra note 16 and accompanying text. 
 45. See generally 21 U.S.C. § 355(i) (2018); 21 C.F.R. Part 312. 
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within the prevailing framework for clinical investigations built 
upon the foundation. The result is to connect treatment use to a 
ready-made battery of important safeguards for patients. Dismissing 
questions that arose during the inaugural rulemaking in the 1980s 
about its legal basis for sanctioning treatment use at all, the FDA 
maintained that: 

there is adequate authority under the act to pro-
vide for a treatment IND/protocol . . . [and 
that] [s]ection 505(i) of the act [21 U.S.C. 
§ 355(i)] confers broad authority upon the Sec-
retary (by delegation to FDA) to promulgate 
regulations governing the clinical investigation 
of new drugs to protect the rights, safety, and 
welfare of human subjects and otherwise to pro-
mote the public health.46 

Subsequently, when Congress essentially ratified and elabo-
rated upon the FDA’s treatment use paradigm, it reinforced this 
positioning by explicitly tying authorization of treatment use to the 
statutory anchor of 21 U.S.C. § 355(i) and underlying FDA regula-
tions.47 In so doing, it adopted the new overarching terminology of 
“Expanded Access.”48 

Treatment use in the standard paradigm has thus always car-
ried the full range of patient protections that attend all FDA-
regulated clinical investigations. As the FDA explained in the pre-
amble to publication in 1987 of the new regulations in final form: 

The final rule also clarifies that treatment use of 
an investigational drug is conditioned on the 
sponsor and investigator complying with the 
safeguards of the IND process, including the 
regulations governing informed consent (21 
C.F.R. Part 50) and institutional review boards 
(21 C.F.R. Part 56) and the applicable provi-
sions of Part 312, including distribution of the 
drug through qualified experts, maintenance of 

 
 46. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,471. 
 47. See infra Part I.A.iii. 
 48. Food and Drug Administration Modernization Act of 1997, Pub. L. No. 105–115 
§ 402 (providing for “Expanded Access to Unapproved Therapies and Diagnostics”), 111 
Stat. 2365 (1997) (codified in pertinent part at 21 U.S.C. § 360bbb (2018)). 
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adequate manufacturing facilities, and submis-
sion of IND safety reports (§ 312.34(c)).49 

  Other standard requirements for clinical trials under the aus-
pices of an IND apply as well, including the submission of detailed 
annual reports;50 maintenance of specified records;51 responsible 
control and disposition of study drug;52 and significantly, appropri-
ate sponsor “monitoring” of the progress and proper management 
of authorized drug use.53 In the preamble to publication in 2009 of 

 
 49. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,467. 
 50. 21 C.F.R. § 312.33 (2019). 
 51. 21 C.F.R. §§ 312.57, 312.62 (2019). 
 52. 21 C.F.R. §§ 312.59, 312.61, 312.62 (2019). 
 53. See C.F.R. §§ 312.310(c)(3), 312.315(d)(2), 312.320(c) (2019). These regulations 
were added in rulemaking concluded in 2009, in which the FDA implemented a 1997 leg-
islative codification of treatment use. See Parts I.A.iii and I.A.iv below for more about the 
statutory codification and the corresponding rulemaking. In the preamble to publication 
of the final (i.e., newly amended) regulations, Expanded Access to Investigational Drugs 
for Treatment, 74 Fed. Reg. 40,900, 40,904 (Aug. 14, 2009) [hereinafter Final Amendments 
to Treatment Use Regulations Concluded in 2009] (codified at 21 C.F.R. pt. 312), in the 
course of dismissing a comment that assigning study monitoring and other administrative 
responsibilities to individual physician sponsor-investigators would be overly burdensome, 
FDA explained the applicability of such functions to treatment use: 

. . . FDA may also require sponsors to monitor an individual patient ex-
panded access use if the use is for an extended duration . . . [and, for treat-
ment use under newly established categories for use on a broader scale,] 
the sponsor is responsible for monitoring . . . to ensure that licensed physi-
cians comply with the protocol and the regulations applicable to investiga-
tors. . . . 
For a licensed physician providing access under an individual patient IND, 
the responsibilities of an investigator closely parallel those necessary for 
providing routine patient care. . . . Any required monitoring of the course 
of treatment with the investigational drug would be similar to the type of 
monitoring provided as part of routine patient care . . . . 

As the FDA has explained, monitoring the use of any unapproved drug is an essential 
safeguard to protect patients and the integrity of clinical investigation: 

Effective monitoring of clinical investigations by sponsors is critical to the 
protection of human subjects and the conduct of high-quality studies. . . . 
FDA’s regulations require sponsors to monitor the conduct and progress of 
their clinical investigations . . . . 
FDA encourages sponsors to develop monitoring plans that manage im-
portant risks to human subjects and data quality and address the challenges 
of oversight in part by taking advantage of the innovations in modern clini-
cal trials. . . . 
Monitoring is a quality control tool for determining whether study activities 
are being carried out as planned, so that deficiencies can be identified and 
corrected. . . . 
For purposes of this guidance, monitoring refers to the methods used by 
sponsors . . .to oversee the conduct of, and reporting of data from, clinical 
investigations, including appropriate CI [clinical investigator] supervision 
of study site staff . . . [and] include[s] communication with the CI and study 
site staff; review of the study site’s processes, procedures, and records; and 
verification of the accuracy of data submitted to the sponsor. 
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final amendments to the treatment use regulations, the FDA reiter-
ated the importance of these standard clinical trial safeguards in 
the context of expanded access (the new overarching term for treat-
ment use): “It is crucial to keep in mind that expanded access 
involves use of an investigational therapy in a vulnerable popula-
tion, so the rationale for oversight, monitoring, recordkeeping 
and human subject protections applicable to clinical trials is 
equally applicable in the treatment use context.”54 

Ironically, given its prominence in policy debate surround-
ing the recent legislative campaign for “right to try,” the require-
ment of IRB review had a shaky start in the annals of codified treat-
ment use. Initially, the FDA encouraged the possibility of a waiver 
of the requirement, observing that while: 

investigators are normally obliged under the 
IRB regulations in Part 56 to obtain the review 
and approval of a local IRB, FDA would carefully 
consider granting waivers from that require-
ment in a treatment setting, on the grounds that 
review by an IRB for conformance with ethical 
principles designed for the research setting is 
not always necessary in a treatment context.55 

The FDA reasoned that the predominance of a patient treat-
ment objective in the treatment use context would dampen poten-
tial conflicts lurking in a conventional clinical trial setting between 
the scientific goals of investigation and the best interests of individ-
ual patients.56 

The FDA later backtracked, noting that many comments 
contested the notion that other safeguards, particularly the require-
ment of informed consent, would be adequate without IRB review.57 

In explaining its change of position, the FDA acknowledged that: 

 
OVERSIGHT OF CLINICAL INVESTIGATIONS – A RISK-BASED APPROACH TO MONITORING 

GUIDANCE FOR INDUSTRY, at 2–3 (Aug. 2018), https://www.fda.gov/media/116754/down-
load.  
 54. Final Amendments to Treatment Use Regulations Concluded in 2009, supra 
note 53, at 40,904. 
 55. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,469–70. 
 56. Investigational New Drug, Antibiotic, and Biological Drug Product Regulations; 
Treatment, Use, and Sale; Re-proposed Rule, 52 Fed. Reg. 8850, 8853 (proposed Mar. 19, 
1987) [hereinafter Re-Proposed Treatment Use and Sale Regulations] (to be codified at 
21 C.F.R. pt. 312). 
 57. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,469–70. 
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there is much to be gained in having a local IRB 
conduct an initial and continuing review of the 
treatment of an investigational drug . . . [as local 
IRBs] are well placed to determine the adequacy 
of informed consent . . . [and being] [k]nowl-
edgeable about the reputation and competence 
of local practitioners whose work [local IRBs] 
oversee . . . may also be better able to provide 
greater insight into the potential benefits of 
treatment.58 

The FDA also conceded that “the need for review may be 
greater when practitioners are permitted to charge for investiga-
tional drugs,” which is a practice the 1987 final rule officially sanc-
tioned, although it occurred in the days before formal regulatory 
codification of treatment use.59 It could have occurred even more 
liberally after codification had an eleventh-hour proposal to relax 
standards for treatment use and sale reached a less conservative res-
olution.60 The section that follows immediately below details the 
resolution on charging, including a subsequent retrenchment ef-
fectuated by additional rulemaking concluded in 2009. 

d. The prohibition on commercial-
ization and the availability of 
cost recovery (later tightened) 

The rulemaking in the 1980s ultimately settled upon an in-
termediate position on charging for investigational drugs, which 
the FDA shifted in a significantly more restrictive direction in sub-
sequent rulemaking that concluded in 2009.61 

At the start of the inaugural rulemaking, relative to charg-
ing, the FDA made no distinction between drugs administered in 
the context of treatment use, and those in the setting of conven-
tional clinical trials.62 In either event, the FDA proposed, consistent 
with historic practice—previously express in the case of biologics 

 
 58. Id. at 19,470. 
 59. Id. 
 60. See infra Part I.B.iii (discussing the crux of the eleventh-hour maneuvering, which 
targeted FDA’s core review authority). 
 61. Charging for Investigational Drugs Under an Investigational New Drug Applica-
tion, 74 Fed. Reg. 40, 872, 40,874-75, 40,886-89 (Aug. 13, 2009) [hereinafter Final Amend-
ments to Charging Regulations Concluded in 2009] (codified at 21 C.F.R. pt. 312). 
 62. Initial Proposed Treatment Use and Sale Regulations, supra note 18, at 26,734. 
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but not drugs—that sale be permitted only with advance FDA ap-
proval, upon the basis of “a full and satisfactory explanation . . . [of] 
why the sale should not be regarded as commercializing the drug” 
[i.e., a normal cost of doing business for a drug development com-
pany].63 Otherwise, in canonical language that maintained the reg-
ulatory status quo ante and still persists to this day, the FDA proposed 
to prohibit promotion or commercialization of any investigational 
drug.64 

In its re-proposal of provisions governing the treatment use 
and sale of investigational drugs,65 which was politically fraught as 
discussed in Part I.B.iii, the FDA took a far more permissive stance 
in the context of treatment use. It reasoned that the expense of 
making investigational drugs available for treatment use was not a 
normal cost of doing business and might prohibit supply of drug 
for treatment use unless a more permissive approach were taken.66 
Therefore, the Agency proposed a shift in the “default setting,” 
from required advance FDA approval to presumed permission un-
less the FDA disapproved within ten days of notification, or the FDA 
later withdrew its permission.67 The FDA could withdraw permis-
sion (or presumably deny it in the first place) if pricing were “man-
ifestly unfair” or “other abuses” were to occur.68 These could in-
clude violation of the prohibitions against promotion and 
commercialization, or breach of other applicable conditions.69 

Then, in the final resolution, the pendulum swung back to 
the middle. The FDA retained the “default setting” of presumed 

 
 63. Id.  
 64. See id.; 21 C.F.R § 312.7 (2019) (maintaining to the present the prohibition on 
promotion or commercialization of any investigational drug). 
 65. Re-Proposed Treatment Use and Sale Regulations, supra note 56. 
 66. Id. at 8854. 
 67. Id. at 8854–55. 
 68. Id. For example, the preamble refers to “exorbitant” prices that might exploit vul-
nerable patients.  
 69. Id. at 8850, 8854–55. The conditions included those imposed by newly proposed 
regulatory text requiring that “sale” for treatment use not constitute commercial marketing 
of an unapproved drug; that the drug not be commercially promoted or advertised; and 
that the sponsor of the drug be actively pursuing clinical studies and marketing approval 
with due diligence. Id. at 8852, 8854.  These new conditions, which somewhat redundantly 
serve to reinforce the overarching prohibition against promoting or commercializing any 
investigational drug, were carried forward into the final regulation with much the same 
language, joined by still additional language providing that enrollment in ongoing clinical 
investigations be adequate. Final Treatment Use and Sale Regulations of 1987, supra 
note 27, at 19,476 (codified at 21 C.F.R. § 312.7(d)). 
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permission,70 but adopted two major changes to respond to con-
cerns expressed about the possibility of excessive pricing effectively 
denying access to needy patients, and about the unwieldiness of the 
“manifestly unfair” standard. First, the FDA capped pricing at a level 
sufficient “to recover the costs associated with the manufacture, re-
search, development and handling of the investigational drug,” and 
accordingly switched from the term “sale” to the term “charging.”71 
In adopting this standard, the FDA allowed cost recovery for treat-
ment use at the same level as for conventional clinical trials, to 
which the opposite “default setting” would still apply.72 Second, and 
likewise maintaining parallelism with requirements for charging in 
the context of conventional clinical trials, the FDA communicated 
the possibility that it could “request” that notifications of intent to 
charge be accompanied by “a certified statement that, consistent 
with generally accepted, accounting principles, the requested price 
is not greater than . . . [the cap].”73  

This is where the economics of charging for investigational 
drugs stood until rulemaking that concluded in 2009 significantly 
curtailed cost recovery to levels that still remain in force.74 This later 
rulemaking also switched the default setting for charging in the 
treatment use context to requiring prior written FDA authoriza-
tion.75 The FDA positioned the proposed changes as “clarifying,”76 
but one cannot help but interpret them as intended to curb prem-
ature commercialization enabled by expansive interpretations of 
the regulatory text that governed to that point. By defining the new 
terms “direct costs” and “indirect costs,” FDA engineered a reset of 
the ceiling on cost recovery, essentially at a level commensurate with 
the marginal “cost of goods” (incremental supply costs), as well as—

 
 70. The notice period was extended from 10 to 30 days, curiously without comment 
in the preamble to publication of the regulations in final form. 21 C.F.R. § 312.7(d)(2) 
(2019). 
 71. Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,474. 
 72. Id. 
 73. Id. 
 74. Final Amendments to Charging Regulations Concluded in 2009, supra note 61. 
 75. Expanded Access to Investigational Drugs for Treatment Use, 71 Fed. Reg. 75,147, 
75,171 (proposed Dec. 14, 2006) [hereinafter Proposed Amendments to Treatment Use Regula-
tions Concluded in 2009] (to be codified at 21 C.F.R. pt. 312); Final Amendments to Charging 
Regulations Concluded in 2009, supra note 61, at 40,873. 
 76. Proposed Amendments to Treatment Use Regulations Concluded in 2009, supra 
note 75, at 75,175. 
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in the context of treatment use—the administrative costs of broad-
scale programs.77  

The amendments in final form also included a new baseline 
requirement that “supporting documentation” demonstrating com-
pliant calculations always accompany cost recovery notifications.78 
In the preamble to the publication of the proposed amendments, 
the FDA communicated the possibility that it would request “inde-
pendent certification” if the “documentation relies on financial in-
formation or accounting methods beyond the expertise of FDA re-
viewers.”79 In the final regulations, which otherwise remained as 
proposed in pertinent part, the FDA took a more prescriptive 
stance, requiring that the financial documentation always be “ac-
companied by a statement that a certified public accountant has re-
viewed and approved the calculations.”80 In defending the switch of 
the default setting to prior written FDA authorization required, the 
FDA declared that it “believes it is important to determine, in ad-
vance of any patient being charged, that the criteria for charging 
are met (in particular, the requirement that charging not interfere 

 
 77. Id. at 75,170–73. Excerpts from the preamble to the proposed amendments are 
instructive: 

In FDA’s experience, [the existing language setting the ceiling on cost re-
covery] has been prone to varied interpretations . . . some sponsors have 
interpreted the provision as allowing cost recovery for all possible costs as-
sociated with the research, development, manufacture, and handling of the 
drug from the inception of drug development . . . [or] as permitting cost 
recovery for the entire cost of facilities designed to produce the drug in 
quantities that would be adequate for the ultimate marketing of the drug 
. . . . 
FDA does not believe the intent was to allow [expansive] cost recovery . . . 
[supported by the] varied interpretations . . . [recoverable] direct costs . . . 
[are those] that can be specifically and exclusively attributed to providing 
the drug for the investigational use for which FDA has authorized cost re-
covery. Direct costs include costs per unit to manufacture the drug (e.g., 
raw materials, labor, and non-reusable supplies and equipment used to 
manufacture the quantity of drug needed for the use for which charging is 
authorized) . . . and direct costs to ship and handle (e.g., store) the drug.  
Indirect costs are costs that are not attributable solely to making the drug 
available for the investigational use for which charging is requested . . . 
[such as] costs incurred primarily to produce the drug for commercial sale 
(e.g., costs for facilities and equipment used to manufacture the supply of 
investigational drug, but that are primarily intended to produce large quan-
tities of the drug for eventual commercial sale) and research and develop-
ment, administrative, labor, or other costs that would be incurred even if 
the clinical trial or treatment use for which charging is authorized did not 
occur.  

Id. 
 78. Final Amendments to Charging Regulations Concluded in 2009, supra note 61, at 
40,875, 40,887, 40,889 (codified at 21 C.F.R. § 312.8(d)(3) (2019). 
 79. Proposed Amendments to Treatment Use Regulations Concluded in 2009, supra 
note 75, at 75,173. 
 80. 21 C.F.R. § 312.8(d)(3) (2019). 
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with drug development) and that the amount to be charged is con-
sistent with the cost recovery requirements.”81 

In light of the constrained economics and other challenging 
considerations, the question of whether and when to supply prod-
uct for treatment use is fraught. As a team of FDA officials remarked 
in an informative piece on FDA’s experience administering the Ex-
panded Access program over a decade, “there are many legitimate 
reasons for companies to deny access to their investigational 
drug.”82 The decision factors, both pro and con,83 include: 

• a mission-centric potential to accelerate and 
broaden treatment for patients in desperate 
need; 

• a potential countervailing effect of interfer-
ing with patient recruitment for clinical tri-
als needed for marketing approval, if pa-
tients who are concerned about being 
assigned to a placebo or “alternative treat-
ment” control group might hold out in the 
hope of participating in a program dedi-
cated to treatment use; 

• the potential to build awareness and positive 
treatment experience among prospective 
would-be prescribers of a product that hope-
fully will be eventually commercialized; 

• a possible compromise of the availability of 
supplies needed to progress clinical devel-
opment at a time when the design and vali-
dation of scaled-up manufacturing to sup-
port broader use may not yet be complete; 

• ethical quandaries (and potential contro-
versy) about how to allocate supplies if a 

 
 81. Final Amendments to Charging Regulations Concluded in 2009, supra note 61, at 
40,877; see also 21 C.F.R § 312.8(c) (2019). This rule sets forth the new prescriptive language 
requiring that notification of intent to charge for treatment use include “reasonable assur-
ance that charging will not interfere with developing the drug for marketing approval.” For 
treatment use for broad-scale administration, the reassurance must take the form of speci-
fied information about the progress of clinical development and clinical trial recruitment. 
Id. 
 82. Jonathan P. Jarow et. al., Expanded Access of Investigational Drugs: The Experience of 
the Center of Drug Evaluation and Research Over a 10-Year Period, 50 THER. INNOV. & REG. SCI. 
705, 705-09 (Dec. 2, 2016) [hereinafter Expanded Access . . . Over a 10-Year Period]. 
 83. Id. at 708. The author of this Article has taken the liberty of paraphrasing the fac-
tors that the FDA authors identify as reasons for not supplying as well as supplementing 
them with his own formulation of considerations that weigh in favor of supplying. 
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decision were made to go ahead in the face 
of known or potential supply constraints; 

• fear—whether unfounded or not in light of 
express, reassuring FDA policy84—that ad-
verse events or outcomes in treatment use 
could jeopardize later regulatory review, un-
nerve investors, or dim enthusiasm for a 
soon-to-be marketed therapy among pro-
spective prescribers and patients; and 

• expense and diversion of finite resources, 
particularly in less mature firms that may not 
yet have achieved profitability. 

Significantly, the option to recover costs is, to the author’s 
knowledge, customarily declined because it can result in exposure 
to the FDA and to the public of highly sensitive information.85 Spe-
cifically, the information can expose a sharp contrast between a rel-
atively modest level that is geared to cost recovery (now limited to 
“direct costs” within the restrictive meaning of the FDA’s definition, 
plus the marginal cost of program administration for broad-scale 
treatment use), and a much higher level later established as the 
post-approval “commercial” price.86 The latter accounts for sales 
and marketing costs and necessarily provides for capture of long-
awaited return on investment in very expensive drug discovery and 
drug development, and manufacturing capability.87 However justi-
fiable, the contrast between a lower amount pegged to marginal 
cost recovery and a much higher market price established later can 
be jarring. Moreover, since public or private third-party payers are 
under no obligation to pay for treatment use of an investigational 
drug88—and typically would not be inclined to do so unless perhaps 
a still investigational drug has already attained the status of 

 
 84. FINAL 2016 EXPANDED ACCESS GUIDANCE, AS UPDATED, supra note 32, at 18-19. 
The FDA’s policy on how to take data from treatment use experience into account in regu-
latory reviews of marketing applications gives strong reassurance of a nuanced and protec-
tive regulatory stance, see infra Part I.A.v.d. 
 85. See, e.g., Oliver J. Wouters et al., Estimated Research and Development Investment Needed 
to Bring a New Medicine to Market, 2009-2018, JAMA (Mar. 3, 2020), 
https://jamanetwork.com/journals/jama/article-abstract/2762311. This study is only one 
example of the costs of drug development. 
 86. U.S. FOOD & DRUG ADMIN., CHARGING FOR INVESTIGATIONAL DRUGS UNDER AN 

IND – QUESTIONS AND ANSWERS GUIDANCE FOR INDUSTRY, at 8 (June 2016) [hereinafter 
CHARGING GUIDANCE], https://www.fda.gov/media/85682/download. 
 87. See Wouters et al., supra note 85. 
 88. CHARGING GUIDANCE, supra note 86, at 3. 
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“standard of care”—to charge even “at cost” could result in hard-
ship or disparate access for seriously ill patients. This is another po-
tential bad optic and thus an additional deterrent. 

In light of the Federal RTTA’s express preservation of the 
stringent status quo on treatment use economics (tight cap on 
charging, prohibition on commercialization), this Article treats as 
a constant the baseline willingness of “ethical” drug companies to 
supply, typically on a pro bono basis. 

iii. The purpose and effect of 1997 
legislation that essentially codified the 
FDA’s established pathway for 
treatment use 

Major FDA legislation enacted in 1997 served the purpose, 
among many other things, of conferring a legislative imprimatur 
upon the FDA’s programs for treatment use of drugs.89 Signifi-
cantly, the bill reinforced the FDA’s tethering of treatment use of 
drugs to the general framework for regulating clinical trials by ex-
pressly citing to 21 U.S.C. § 355(i) and underlying FDA regulations 
as the anchor.90 It also introduced the terminology “Expanded Ac-
cess,” which the FDA subsequently adopted in corresponding rule-
making that the FDA concluded in 2009.91 That rulemaking also 
made conforming adjustments to the wording of the FDA’s regula-
tions defining the criteria and standards for treatment use to align 
with language that Congress enacted in 1997.92 Details about the 
changes effected by subsequent rulemaking, which in the overall 
scheme are not particularly material, will be deferred until Part 
I.A.iv, which briefly reviews the principal outcomes of the 2009 reg-
ulations. 

Congress did have a policy objective beyond simply to codify 
the regulatory framework that the FDA already built using adminis-
trative authority. It wanted to “expand access programs and empha-
size[] that opportunities to participate in expanded access 
 
 89. Food and Drug Administration Modernization Act of 1997, Pub. L. 105-115 § 402 
(providing for “Expanded Access to Unapproved Therapies and Diagnostics”), 111 Stat. 
2365 (1997) (codified at 21 U.S.C. § 360bbb (2018)). Treatment use of medical devices 
came under the new statutory umbrella as well.  
 90. Id. 
 91. Final Amendments to Treatment Use Regulations Concluded in 2009, supra note 
53. 
 92. Id. 
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programs are available to every individual with a life-threatening or 
seriously debilitating illness for which there is not an effective, ap-
proved therapy.”93 

In proposing the subsequent implementing regulations, the 
FDA noted that Congress intended to respond to concerns sur-
rounding the limited awareness and use of the FDA’s treatment use 
programs, and more generally, limited knowledge of the progres-
sion of promising investigational drugs through development. The 
FDA observed that this knowledge tended to be concentrated 
among physicians practicing in “academic medical centers,” partic-
ularly those treating “cancer and human immunodeficiency virus 
(HIV)-related conditions,” resulting in “disparate access.”94 In a 
nutshell, the FDA’s implementing regulations sought to elaborate 
upon “the criteria, submission requirements, and safeguards for the 
different types of expanded access for treatment use of investiga-
tional drugs . . . [and] to increase awareness and knowledge . . .” 
thereby doing more to reach “patients . . . who may have been un-
derserved in the past.”95 

iv. FDA rulemaking (completed in 2009) 
to implement the 1997 legislation 

a. Elaboration of three different 
categories of treatment use un-
der the umbrella of Expanded 
Access 

As discussed above, the FDA’s need to conform its treatment 
use regulations to the particular statutory language that Congress 
adopted, and to respond to the overriding Congressional objective 
of broader awareness and participation, set the course of the rule-
making concluded in 2009. This Part I.A.iv briefly addresses the key 
outcomes. 

First, the FDA established a new tripartite classification 
scheme under the overarching heading of “Expanded Access” that 

 
 93. H.R. REP. NO. 105-399, 100 (1997) (Conf. Rep.). 
 94. Proposed Amendments to Treatment Use Regulations Concluded in 2009, supra 
note 75, at 75,149. 
 95. Final Amendments to Treatment Use Regulations Concluded in 2009, supra note 
53, at 40,900, 40,902. 
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Congress coined.96 The classification, tied to the size of intended 
patient populations and the stage and other circumstances of drug 
development, served as a means of making sensible distinctions for 
procedural and substantive (evidentiary threshold) purposes.97 The 
new scheme also made explicit what the FDA maintained had always 
been implicit, and in the author’s experience, widely understood: 
treatment use was available on an individual basis, initiated as need 
be by licensed physicians seeking access for single patients.98  

Under the new scheme, treatment use can take place in one 
of three categories:99 

• for individual patients,100 including in emer-
gencies; 

• for intermediate-size patient populations101 

(approximately 10–100 patients in FDA’s es-
timation),102 which can include patients in 
atypical circumstances;103 and 

• for broad-scale use in larger patient popula-
tions,104 in programs to be organized by 
drug developers under a treatment IND or 

 
 96. Id. at 40,901. 
 97. Id. The procedural distinctions need not be belabored here. 
 98. Id. at 40,900 (asserting that “[t]he 1987 IND regulations also implicitly acknowl-
edged the existence of other kinds of treatment use, notably use in individual patients, by 
adding a provision for obtaining an investigational drug for treatment use in an emergency 
situation (§ 312.36) . . . [but] did not [explicitly sanction or] describe criteria or require-
ments that must be met to authorize individual patient treatment use”).  
 99. Id. at 40,901. To satisfy a mandate from Congress in the Food and Drug Admin-
istration Amendments Act of 2007, Pub. L. 110–85, § 901(b), 121 Stat. 823 (2007) (codified 
in pertinent part at § 21 U.S.C. 355–1(f)(6) (2018)), that it provide by regulation a mecha-
nism for appropriate treatment use of approved drugs subject to restricted commercial dis-
tribution as a required “element[ ] to assure safe use” under a “risk evaluation and mitiga-
tion strategy [REMS],” the FDA made express reference in the final amended regulations 
to Expanded Access being an available avenue for that purpose. Final Amendments to 
Treatment Use Regulations Concluded in 2009, supra note 53, at 40,901. 
 100. 21 C.F.R. § 312.310 (2019). 
 101. 21 C.F.R. § 312.315 (2019). 
 102. Final Amendments to Treatment Use Regulations Concluded in 2009, supra note 
53, at 40,926-27. 
 103. 21 C.F.R. § 312.315 (2019). For example, where continued availability of a drug 
for a defined segment of patients has a favorable benefit-risk balance even though it is no 
longer being developed for marketing approval, or it is no longer commercially available, 
despite having already been granted marketing approval, due to regulatory lapses, emer-
gent safety issues, or other obstacles to continued commercial availability. 
 104. 21 C.F.R. § 312.320 (2019).  



ZOFFER_TOPUBLISH (1).DOCX (DO NOT DELETE) 10/28/2020  12:47 AM 

144         WAKE FOREST JOURNAL OF LAW & POLICY    [Vol. 11:1 

treatment protocol filed as an amendment 
to an existing IND. 

b. Adjustment of the criteria and 
standards for treatment use to 
conform to the 1997 statutory 
language 

As amended, the regulations now require for treatment use 
in all categories:105 

• that the FDA determine that the patient(s) 
have a serious or immediately life-threaten-
ing disease or condition; 106 

• that the FDA determine there is no compa-
rable or satisfactory alternative therapy to di-
agnose, monitor, or treat the disease or con-
dition;107 

• that the FDA determine—applying a base-
line evidentiary standard applicable to all 
three categories of treatment use—that the 
potential patient benefit justifies the poten-
tial risks of the treatment use and the poten-
tial risks not be unreasonable in the context 
of the disease or condition to be treated;108 

 
 105. 21 C.F.R. § 312.305 (2019).  
 106. This requirement also appears in the 1987 regulations. Note to the reader: the com-
mentary in this footnote compares the bulleted item in the text with the corresponding 
element(s) in the original regulations published in 1987. Likewise, throughout this Part 
I.A.iv.b, each bulleted item in the text is accompanied by a footnote that serves the same 
purpose.  
 107. This requirement also appears in the 1987 regulations. 
 108. This requirement, tracking text in the 1997 legislation, is new, but as far as it goes, 
roughly speaking, one can argue it was encompassed within the previous (bifurcated) evi-
dentiary standards. See Initial Proposed Treatment Use and Sale Regulations, supra note 18 
and accompanying text. Those previous bifurcated standards, however, are in the amended 
regulations confined to the category of broad-scale treatment use, indicating a generally 
lower evidentiary threshold for smaller scale treatment use, which generally occurs earlier 
in development, consistent with the notion of a “sliding scale” that the FDA has articulated. 
Specifically, in the preamble to publication of the Proposed Amendments to Treatment 
Use Regulations Concluded in 2009, supra note 75, at 75,151, the FDA described the “slid-
ing scale” notion as follows: 

Treatment of a large patient population through a treatment IND or treat-
ment protocol generally would require more evidence of safety and effec-
tiveness than treatment of just a few patients. The evidence required to sup-
port expanded access for an intermediate-size patient population would be 
somewhere between that needed for expanded access for an individual pa-
tient and that needed for a treatment IND or treatment protocol. 
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• that treatment use not interfere with the in-
itiation, conduct, or completion of clinical 
investigations that could support marketing 
approval or otherwise compromise the po-
tential development of the treatment use;109 
and 

• that FDA be satisfied that additional eviden-
tiary standards to justify treatment use that 
are targeted to particular circumstances 
have been met.110 

For treatment use in the category of individual patients, the 
regulations now additionally require:111 

• that the patient’s physician determine that 
the probable risk from the investigational 
drug is not greater than the probable risk 
from the disease or condition;112 and 

• that the FDA determine that the patient can-
not obtain the investigational drug under 
another IND or protocol.113 

 
 109. This requirement, again tracking text in the 1997 bill, is new, but the 1987 regula-
tions also addressed the same concern about “interference,” in a way that the amended 
regulations retain but now reserve for the broad-scale treatment use category only, through 
requirements that (i) the drug be under investigation in a controlled clinical trial under an 
IND in effect for the trial, or alternatively, all clinical trials have been completed, and 
(ii) that the sponsor of the controlled clinical trial be actively pursuing marketing approval 
of the investigational drug with due diligence. 
 110. As in the 1987 regulations, differentiated evidentiary standards are established to 
correspond with variable circumstances. Specifically, the amended regulations set different 
standards according to the circumstances in each category of treatment use, considering 
the number of patients to be treated and the relative seriousness of the patient(s)’ condi-
tion. Proposed Amendments to Treatment Use Regulations Concluded in 2009, supra 
note 75, at 75,151. 
 111. 21 C.F.R. § 312.310 (2019). 
 112. This requirement, tracking text in the 1997 bill, is new, but as far as it goes, roughly 
speaking, one can argue it was subsumed within the previously governing evidentiary stand-
ards. Moreover, it can certainly be viewed as essentially subsumed within the generally ap-
plicable baseline evidentiary standard that, in the rulemaking concluded in 2009, the FDA 
has set for all three categories of treatment use. Applying this overarching standard, the 
Agency must itself reach a favorable benefit-risk conclusion encompassing the relative risks 
of treatment use and the disease or condition being treated, as well as potential benefit. See 
supra note 108 and accompanying text. 
 113. This requirement is new, but it reflects, in the context of treatment use by individ-
ual patients, the same concern about “interference” that the 1987 regulations also ad-
dressed, as detailed above. See supra note 109 and accompanying text. 



ZOFFER_TOPUBLISH (1).DOCX (DO NOT DELETE) 10/28/2020  12:47 AM 

146         WAKE FOREST JOURNAL OF LAW & POLICY    [Vol. 11:1 

For treatment use in the category for intermediate-size pa-
tient populations, the regulations now require additionally:114 

• that there be enough evidence that the drug 
is safe at the dose and duration proposed to 
justify treatment use in the approximate 
number of patients expected to receive the 
drug;115 and, 

• that there be at least preliminary clinical ev-
idence of effectiveness of the drug, or of a 
plausible pharmacologic effect of the drug, 
to make treatment use under the proposed 
conditions “a reasonable therapeutic op-
tion.”116 

For treatment use in the category for broad-scale administra-
tion, the regulations now require additionally:117 

 
• that either the drug is being investigated in a controlled 

clinical trial under an IND designed to support a mar-
keting application for the treatment use or all clinical tri-
als of the drug for the treatment use have been com-
pleted, and that the sponsor is actively pursuing 
marketing approval with due diligence;118 and 

• that an applicable additional evidentiary standard be 
met,119 viz.: 

o for a serious disease or condition, that there be 
sufficient clinical evidence of safety and effective-
ness to support the proposed treatment use, or 

 
 114. 21 C.F.R. § 312.315 (2019). 
 115. See the commentary in the following footnote. 
 116. This element, and the evidentiary standard in the bullet item immediately above, 
are both new but only subtly distinguishable from the new baseline evidentiary standard 
generally applicable to all three categories of treatment use. The slight difference may serve 
to reinforce FDA’s notion that the evidentiary threshold for treatment use rises with the 
number of patients to be exposed going forward, and the number previously exposed. In 
the preamble to publication of the proposed amendments, FDA discusses how the “amount 
of clinical experience to justify expanded access use in a certain population” should expand 
as a drug progresses past initial safety testing and “more and better information (e.g., about 
dosing) is obtained.” Proposed Amendments to Treatment Use Regulations Concluded in 
2009, supra note 75, at 75,154. See generally supra note 108 for elaboration of FDA’s concept 
of a “sliding scale” of necessary evidentiary support for treatment use. 
 117. 21 C.F.R. § 312.320 (2019). 
 118. This set of requirements also appears in the 1987 regulations.  
 119. These are the same bifurcated standards that appear in the 1987 regulations. 
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o for an immediately life-threatening disease or 
condition, that the available scientific evidence, 
taken as a whole, provide a reasonable basis to 
conclude that the investigational drug may be ef-
fective for the proposed treatment use and would 
not expose patients to an unreasonable and sig-
nificant risk of illness or injury. 

c. Clarification and shrinkage of 
the scope of cost recovery 

In companion rulemaking that proceeded on the exact 
same timeline, the FDA made procedural and substantive changes 
that served to constrain charging for drugs in the treatment use set-
ting.120 

v. The utility and recent procedural 
refinements of the established 
treatment use paradigm 

In at least two respects to carry out a specific Congressional 
directive, and otherwise as a manifestation of the FDA’s need to be 
responsive to ongoing scrutiny that Congress and activists have ap-
plied to the fitness-for-purpose of the “Expanded Access” program, 
it has undergone significant procedural refinements in recent 
years. This section will briefly review them. But first, it presents 
some information about the current functioning of the Expanded 
Access program, understanding that within the time span of the in-
formation presented, the recent refinements have not yet been fully 
able to register their effects. 

a. Snapshot of current program 
volume and flow 

According to a team of FDA authors who analyzed experi-
ence over a multi-year period ending in the federal government’s 
2015 fiscal year, FDA’s drug and biologics centers receive over 1,000 
submissions a year for all three treatment use categories under 

 
 120. See supra Part I.A.ii.d. 
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Expanded Access.121 In the drug center, “the median time to pro-
ceed is 4 days for nonemergency expanded access requests and less 
than 1 day for emergency requests.”122 A different team of FDA au-
thors, with the same lead author, concluded from an analysis of rec-
ords of almost 10,000 Expanded Access submissions within the 
FDA’s drug center (spanning a decade ending with calendar year 
2014) that “[a]lmost all (99.7%) . . . were allowed to proceed,” and 
that “only 2 instances [could be] identified in which a serious ad-
verse event that occurred on treatment use under an expanded ac-
cess IND led to a clinical hold of the referenced commercial IND” 
(noting that commercial development resumed within two months 
in one case and twenty months in the other).123 However, drawing 
on its regulatory judgment informed by “data and information that 
is often unavailable to others” [e.g., a full-spectrum view of all clin-
ical and non-clinical experience with the drug proposed for treat-
ment use, as well as with other compounds in the same class that 
other manufacturers may be developing], the FDA requires 
“changes to the dose of the investigational drug, safety monitoring 
of the patient, and/or the contents of the informed consent form” 
for “11% of applications as a condition of allowing the IND to pro-
ceed.”124 

To summarize, the pathway for treatment use that runs 
through the FDA’s Expanded Access program carries a high volume 
of submissions at a seemingly brisk pace; not infrequently, it brings 
to bear the FDA’s informed regulatory judgment in requiring 
changes to protect patients or optimize treatment, including modi-
fication of informed consent forms as need be; and it blocks pro-
posed treatment almost never.125 It has apparently been functioning 

 
 121. Jonathan P. Jarow, Peter Lurie, Sarah Crowley Ikenberry, and Steven Lemery, Over-
view of FDA’s Expanded Access Program for Investigational Drugs, 51 THER. INNOV. & REG. SCI. 
177, 178 (Mar. 1, 2017) [hereinafter Overview . . . of FDA’s Expanded Access Program]. 
 122. Id. 
 123. Expanded Access . . . Over a 10-Year Period, supra note 82, at 707. 
 124. Overview . . . of FDA’s Expanded Access Program, supra note 121, at 178. 
 125. The FDA posts on the internet a compilation of Expanded Access statistics (num-
bers of submissions received for the various categories of “treatment use” and numbers al-
lowed to proceed, year by year). Food & Drug Admin., Expanded Access (compassionate use) 
submission data, https://www.fda.gov/news-events/expanded-access/expanded-access-com-
passionate-use-submission-data#EAI (last visited July 20, 2020). Data on the website would 
suggest an even higher volume of submissions than FDA authors have reported in the liter-
ature, see supra notes 121–123 and accompanying text. In any event, the data serve to con-
firm the extreme rarity of the FDA not allowing proposed “treatment use” to move forward. 



ZOFFER_TOPUBLISH (1).DOCX (DO NOT DELETE) 10/28/2020  12:47 AM 

2020] LEGISLATION THAT SECURED RIGHT TO TRY   149 

well, and as noted, should be even better as recent refinements de-
scribed below take full effect. 

b. A new application form that re-
duces the estimated time for in-
vestigator-sponsors to complete 
to forty-five minutes  

In June 2016, the FDA finalized a new application form and 
issued accompanying guidance specifically geared to treatment use 
for individual patients that their treating physicians initiate.126 As 
stated in the notice of availability it published in the Federal Regis-
ter, the FDA designed the new form to “streamline the submission 
process for individual patient expanded access INDs” because initi-
ating physicians “may have encountered difficulty in completing . . 
. [the extant one-size-fits-all application form and in] providing the 
associated documents because . . . [it was] not tailored to requests 
for individual patient expanded access.”127 The new form is esti-
mated to take only forty-five minutes to complete.128 

In a concerted effort to enhance and heighten awareness of 
its Expanded Access procedures overall, on the same day the FDA 
announced129 the availability of two other guidance documents: 
“‘Expanded Access to Investigational Drugs for Treatment Use – 
Questions and Answers,’130 which provides answers to questions 
concerning the implementation of FDA’s regulations on expanded 
access to investigational drugs for treatment use” and “‘Charging 
for Investigational Drugs Under an IND – Questions and An-
swers,’131 which provides information about the implementation of 
FDA’s regulation on charging for investigational drugs under an 
IND, including investigational drugs made available for expanded 
access use.” 

 
 

 
 126. Individual Patient Expanded Access Applications: Form FDA 3926; Guidance for 
Industry; Availability, 81 Fed. Reg. 35,776 (June 3, 2016) [hereinafter FDA’s 2016 Notice of 
Availability of Guidance]. 
 127. Id. at 35,777. 
 128. Overview . . . of FDA’s Expanded Access Program, supra note 121, at 178. 
 129. See FDA’s 2016 Notice of Availability of Guidance, supra note 126, at 35,777. 
 130. FINAL 2016 EXPANDED ACCESS GUIDANCE, AS UPDATED, supra note 32. 
 131. CHARGING GUIDANCE, supra note 86. 
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c. The Congressional mandate that 
sponsors publicly post their pol-
icy and procedures (including 
contact information) relating to 
treatment use 

Any firm that manufactures or distributes “one or more in-
vestigational drugs for . . . one or more serious diseases or condi-
tions” is required, under a statutory provision enacted in late De-
cember 2016, “to make available . . . [its] policy . . . on evaluating 
and responding to requests submitted under . . . [FDA’s Expanded 
Access program].”132 The policy must be “public and readily availa-
ble, such as by posting . . . on a publicly available Internet web-
site.”133 The “Expanded Access Navigator,” a web-based clearing-
house established by the Reagan-Udall Foundation, “provides 
physicians, patients, and caregivers with guidance on EA [Ex-
panded Access] and related topics,” including publicly posted links 
to the company policies as mandated by Congress.134 

d. The FDA’s explicit articulation 
of its policy for considering data 
from treatment use in review of 
marketing applications  

Responding to long-simmering concerns that adverse events 
arising during treatment use could interrupt clinical development 
of an investigational drug or cloud FDA’s evaluation of a marketing 
application,135 in an October 2017 guidance document update,136 
the FDA formally articulated its regulatory policy on the subject, ex-
panding on a relatively meager discussion in the first version of the 
document published in 2016.137 
 
 132. 21st Century Cures Act, Pub. L. No. 114-255, § 3032, 130 Stat. 1033, 1100-1101 
(Dec. 13, 2016) (codified as amended at 21 U.S.C. § 360bbb-0 (2018)). 
 133. Id. 
 134. Reagan Udall Foundation, Expanded Access Navigator, https://navigator.reaga-
nudall.org/expanded-access-navigator (last visited May 31, 2020). 
 135. See supra note 84 and accompanying text. 
 136. FINAL 2016 EXPANDED ACCESS GUIDANCE, AS UPDATED, supra note 32, at 18−19. 
 137. EXPANDED ACCESS TO INVESTIGATIONAL DRUGS FOR TREATMENT USE - QUESTIONS 

AND ANSWERS GUIDANCE FOR INDUSTRY (June 2016), https://www.regulations.gov/docket? 
D=FDA-2013-D-0446. When posted on June 3, 2016, this first version of the final guidance 
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The statement of policy seeks to reassure stakeholders that 
the FDA is appropriately discriminating about use of adverse event 
data from treatment use in regulatory reviews, noting: 

In a very small number of cases, adverse event 
information from expanded access has contrib-
uted to safety information reflected in the FDA-
approved labeling for a drug product. FDA is 
not aware of instances in which adverse event in-
formation from expanded access has prevented 
FDA from approving a drug. FDA reviewers . . . 
understand the context . . . [including] that: 

1) expanded access treatment generally oc-
curs outside a controlled clinical trial set-
ting; 

2) patients who receive a drug through ex-
panded access may suffer from a more ad-
vanced stage of the disease or condition 
than patients participating in a clinical 
trial; 

3) patients who receive a drug through ex-
panded access may be receiving other 
therapies for their disease or condition at 
the same time as the drug they are receiv-
ing through expanded access; and 

4) patients who receive a drug through ex-
panded access may suffer from one or 
more comorbidities.138 

Elaboration of the FDA’s policy in the updated guidance 
document responded to a 2017 recommendation from the United 
States Government Accountability Office (“GAO”) that the FDA be 
express about its policy, to resolve uncertainty and mitigate appre-
hension among would-be suppliers of drugs for treatment use that 
otherwise might be deterred from participating in the FDA’s Ex-
panded Access program.139 

 
document had very little to say on the subject, noting simply that even though safety data 
from “treatment use” could factor into regulatory reviews, “FDA reviewers understand the 
context . . . and will evaluate any adverse event data obtained from an expanded access 
submission within that context.” Id. 
 138. FINAL 2016 EXPANDED ACCESS GUIDANCE, AS UPDATED, supra note 32, at 18−19. 
 139. U.S. GOV’T ACCOUNTABILITY OFFICE, GAO-19-630, INVESTIGATIONAL DRUGS: FDA 

AND DRUG MANUFACTURERS HAVE ONGOING EFFORTS TO FACILITATE ACCESS FOR SOME 

PATIENTS, at 20 (Sept. 2019) [hereinafter GAO 2019 REPORT], https://www.gao.gov/as-
sets/710/701243.pdf. The GAO is “the audit, evaluation, and investigative arm of Congress.” 
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As noted earlier, interruption of commercial clinical devel-
opment as a result of adverse events arising from treatment use is 
vanishingly rare.140 

e. Authorization of the chair of an 
IRB, or other delegated mem-
ber, to act individually on behalf 
of the board to expedite review 
of treatment use 

In the same updated guidance document discussed immedi-
ately above, the FDA also fulfilled a Congressional mandate to “is-
sue guidance or regulations, or revise existing guidance or regula-
tions, to streamline the institutional review board review of 
individual patient expanded access protocols.”141 Specifically, the 
updated guidance allows an IRB chairperson or other designated 
IRB member to act individually on behalf of the entire board, so 
that completion of IRB review of proposed treatment use for indi-
vidual patients need not await the next scheduled meeting of the 
full board.142 

 
 

 
Id. at 29. In the FDA Reauthorization Act of 2017, Pub. L. No. 115-52, § 610(a)(2), 131 Stat. 
1005, 1053 (2017), Congress had mandated that the GAO prepare a report examining, 
among other things, the functioning of the FDA’s Expanded Access programs, including 
whether a new application form and further guidance issued in June 2016, as discussed in 
Part I.A.v.b “have reduced application burden,” “improved clarity,” and “improved access.” 
 140. See supra note 125 and accompanying text. 
 141. FDA Reauthorization Act of 2017, Pub. L. No. 115-52, § 610(b), 131 Stat. 1005, 
1053 (2017). 

142. Final 2016 Expanded Access Guidance, As Updated, supra note 32, at 6. The guid-
ance specifically provides, cross-referencing Form FDA 3926 issued in June 2016, see su-
pra notes 126−128 and accompanying text, that: 

For individual patient expanded access use of an investigational drug, FDA 
intends to consider a completed Form FDA 3926 with the box in Field 10.b 
checked and the form signed by the physician to be a request for a waiver 
under § 56.105 of the requirements in § 56.108(c), which relate to IRB re-
view and approval at a convened IRB meeting at which a majority of the 
members are present. FDA concludes that such a waiver is appropriate for 
individual patient expanded access INDs [Investigational New Drug appli-
cations] when the physician obtains concurrence by the IRB chairperson or 
another designated IRB member before treatment use begins. 
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f. FDA’s dedication of additional 
staff and resources to facilitate 
program use 

Finally, the FDA has worked to enhance understanding and 
navigability of its Expanded Access program by dedicating addi-
tional staff and support resources. Staff are tasked with assisting: 

physicians and patients . . . [for example, by 
guiding] interested parties to the sponsors of in-
vestigational drugs so that these sponsors can ex-
plain their expanded access policies . . . [and by] 
providing information on IRB resources for 
those that do not have access to a local IRB . . . 
[and by] identifying actively enrolling clinical 
trials and facilitating requests with the appropri-
ate review divisions within the Agency.143 

  A targeted effort along these lines is “Project Facilitate,” a pi-
lot program to “assist oncology healthcare providers or regulatory 
professionals in requesting access to investigational therapies for 
patients with cancer . . . [by providing] a single point of contact.”144 

B. Failed Prior Challenges In All Three Branches Of 
Government To The FDA’s Broad Gatekeeping 
Authority In The Context Of Treatment Use 

The recent legislative campaign for “right to try” is only the 
latest in a series of efforts at the federal level—within the courts, the 
legislative branch, and the executive branch going back to the 
1980s—to attenuate the FDA’s plenary gatekeeping role in the con-
text of seriously ill patients who have exhausted meaningful treat-
ment alternatives. This section recounts these prior efforts.  

 
 143. Overview . . . of FDA’s Expanded Access Program, supra note 121, at 178; see generally 
Food & Drug Admin., Expanded Access, https://www.fda.gov/news-events/public-health-fo-
cus/expanded-access (last visited May 31, 2020). 
 144. Food & Drug Admin., Project Facilitate, https://www.fda.gov/about-fda/oncology-
center-excellence/project-facilitate (last visited May 31, 2020). According to preliminary 
data that an FDA representative presented at a medical conference in May 2020, with the 
advent of Project Facilitate in 2019, “[t]he time it took for FDA project [sic] to process 
requests [for Expanded Access to investigational oncology drugs] decreased by half a 
day . . . , going from an average of two days to one-and-a-half days.” Kelly Lienhard, FDA’s 
Project Facilitate Data Show Increase In Experimental Drug Requests, INSIDEHEALTHPOLICY (June 
11, 2020, 1:50 PM), https://insidehealthpolicy.com/daily-news/fda%E2%80%99s-project-
facilitate-data-show-increase-experimental-drug-requests. 
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i. Unsuccessful challenges in the courts 

FDA’s authority over access to investigational drugs for pa-
tients in dire straits has withstood two landmark court challenges, 
one mounted on grounds of statutory interpretation and the other 
on constitutional grounds. As both cases are well-chronicled, a brief 
review will suffice. 

In United States v. Rutherford,145 the Supreme Court rejected 
a Tenth Circuit holding that “the ‘safety’ and ‘effectiveness’ terms 
used in the statute [the Federal Food, Drug, and Cosmetic Act, or 
FFDCA] have no reasonable application to terminally ill cancer pa-
tients” in light of their impending deaths.146 The cancer patients 
and family members who challenged FDA’s authority in Rutherford 
sued to enjoin any interference with their acquisition of Laetrile, a 
treatment containing a substance called amygdalin, derived from 
the kernels or seeds of most fruits.147 The Supreme Court, noting 
the absence of any “special provision [in the FFDCA] for drugs used 
to treat terminally ill patients,” found “[n]othing in the history . . . 
[of original enactment and subsequent amendments] that “sug-
gests that Congress intended protection only for persons suffering 
from curable diseases.” 148 In fact, the Court found quite the oppo-
site in the legislative history, and otherwise concluded (in stark dis-
agreement with the Tenth Circuit) that for terminally ill patients, 
no less so than for other patients (and arguably more so in certain 
respects), the statutory standards of “effective” and “safe” serve vital 
patient protection purposes, and thus can reasonably apply.149 

The other landmark case is Abigail Alliance for Better Access to 
Investigational Drugs v. Von Eschenbach.150 In its 2007 decision, which 
the Supreme Court declined to review,151 the full D.C. Circuit swept 
aside a challenge premised on constitutional grounds.152 The plain-
tiffs in the case, an organization of “terminally ill patients and their 
supporters that . . . [sought] expanded access to experimental 

 
 145. 442 U.S. 544 (1979). 
 146. 582 F.2d 1234, 1236−37 (10th Cir. 1978). 
 147. 442 U.S. 544, 549. 
 148. Id. at 551–52. 
 149. Id. at 552–53. 
 150. 495 F.3d 695 (D.C. Cir. 2007) (en banc). 
 151. 552 U.S. 1159 (2008) (denying cert.). 
 152. 495 F.3d 695. 
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drugs for the terminally ill,”153 asserted that the Due Process Clause 
of the Fifth Amendment confers on terminally ill patients with no 
remaining treatment options, who meet a key additional condition, a 
protected liberty interest (a fundamental, substantive right) to use 
any medicine that they and their doctors would choose.154 Any FDA 
interference with such a right, it followed, should be subject to, and 
they believed would fail, “strict scrutiny.”155 Such alleged interfer-
ence included the FDA’s entrenched gatekeeping role in regulating 
terminally ill patients’ access to promising investigational drugs, 
and the FDA’s prohibition on would-be suppliers selling investiga-
tional drugs for profit, which allegedly deterred suppliers’ willing-
ness to make promising agents available in the first place.156  

Overturning the opinion of a divided three-judge panel, the 
majority of the full court could not find, “in our Nation’s history 
and traditions,” evidence of “a right to procure and use experi-
mental drugs” that was sufficient to meet the high standard for a 
“fundamental right” under prevailing Due Process Clause jurispru-
dence.157 It also found—“compelled” by the Supreme Court’s deci-
sion in Rutherford—that the FDA’s gatekeeping role in regulating 
terminally ill patients’ access to investigational drugs easily met the 
applicable, but much lower, “rational basis” standard.158 

In challenging the FDA’s fundamental gatekeeping role, the 
Abigail Alliance plaintiffs adopted an expedient that was ultimately 
unavailing in court but proved to have lasting political utility. Spe-
cifically, the plaintiffs narrowed their constitutional argument on 
behalf of terminally ill patients with no remaining treatment op-
tions to those who meet a key additional condition: that they be seeking 
only “drugs that have passed Phase I clinical testing,” that is, drugs 

 
 153. Id. at 697. 
 154. Id. at 700−01. 
 155. Id. at 701. 
 156. Id.  
 157. Id. at 711. In working toward this conclusion, the opinion canvassed at length the 
nation’s centuries-long history of drug regulation, originating at the state level and includ-
ing, in more modern times, enactment in 1938 of the FFDCA, and in 1962 of significant 
amendments. The 1938 and 1962 federal legislation collectively established the federal re-
quirement of pre-market approval, based on an adequate showing of both safety and, since 
1962, effectiveness. The opinion also examined but ultimately found unpersuasive a num-
ber of common law doctrines that the plaintiffs contended bolstered their Due Process 
Clause argument that securing for a patient in dire straits unfettered access to the treatment 
of his choice comports with longstanding legal norms. 
 158. Id. at 712–13. 
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“‘that the [FDA] concedes are safe and promising enough for sub-
stantial human testing.’”159 This narrowing borrowed from a policy 
proposal the Abigail Alliance had submitted to the FDA before 
bringing suit, in which it advocated that the FDA establish by regu-
lation a “‘Tier 1 Initial Approval Program to Expedite the Availabil-
ity of Lifesaving Drugs.’”160 This proposal for tiered approval would 
authorize sponsors “to market experimental drugs, under some cir-
cumstances, after the completion of Phase I trials.”161 

Relying on completion of Phase I testing as the safety pivot 
point for liberalized availability of drugs still undergoing formative 
investigation has since been a staple of efforts to curtail the FDA’s 
broad gatekeeping authority. It is a core element of the state and 
federal legislation that emerged from the ostensibly successful 
“right to try” legislative campaign of recent years. However, Phase I 
trials are small (with the “total number of subjects and patients . . . 
generally in the range of 20 to 80”) and limited in their purpose to 
gaining initial insight into how the body processes the drug; how 
the drug acts in and on the body; how increasing the dose may affect 
the side effect profile of the drug; and how to design Phase II trials 
that are “well-controlled . . . [and] scientifically valid.” 162 Phase II 
trials, which are “conducted in a relatively small number of patients, 
usually involving no more than several hundred subjects,” may yield 
the “preliminary evidence . . . [of] effectiveness” that permits larger 
Phase III studies to proceed. In Phase II trials the sponsor is just 
beginning to systemically “evaluate the effectiveness of the drug for 
a particular indication or indications in patients with the disease or 
condition under study and to determine the common short-term 
side effects and risks associated with the drug.”163 And in most cases, 

 
 159. Id. at 701. 
 160. Id. at 699. The text within the inner quotation marks in the sentence to which this 
note refers is the bulk of the title of a formal citizen petition that the plaintiffs had submit-
ted to the FDA in 2003 formally proposing “Tier 1” approval as a means of widening access 
for terminally ill patients with no remaining treatment options to promising drugs in devel-
opment. Id. The FDA had not answered the citizen petition by the time the plaintiffs filed 
their complaint, but the Agency had, in a written response to less formal earlier correspond-
ence from the plaintiffs, setting forth proposals along similar lines, very respectfully disa-
greed about the need to adjust the carefully balanced current regulatory framework for 
treatment access. Id. at 699–700. 
 161. Id. at 699. 
 162. See generally 21 C.F.R. § 312.21 (2019) (“Phases of an investigation”). This is the 
source for all of the information, including verbatim excerpts, in the paragraph that in-
cludes the sentence to which this note refers. 
 163. Id. 
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only with the successful completion of larger Phase III trials, which 
“usually include from several hundred to several thousand sub-
jects,” does the sponsor have the “information about effectiveness 
and safety that is needed to evaluate the overall benefit-risk relation-
ship of the drug and to provide an adequate basis for physician la-
beling.”164 

Phase I study completion, in other words, is just the end of 
the very beginning of understanding a prospective drug’s profile in 
humans, including its safety. 

ii. Stalled prior efforts to enact federal 
legislation 

While the Abigail Alliance litigation was still pending in fed-
eral court, Senator Sam Brownback (R-KS) and like-minded mem-
bers of Congress165 moved in the legislative branch with a similar 
objective. In 2005 they introduced a bill in the Senate incorporating 
the core idea of liberalizing access to post-Phase I drugs for seriously 
ill patients without meaningful treatment alternatives, by means of 
“Tier I” provisional marketing approval.166 Representative Christo-
pher Hays (R-CT) introduced an identical bill in the House of Rep-
resentatives the following year.167 The tiered approval scheme pro-
posed in the legislation would, just as the Abigail Alliance plaintiffs 
had imagined it in their proposals to the FDA, widen options for 
desperately ill patients beyond those available in the prevailing reg-
ulatory framework for treatment use by allowing sale of drugs with 
Tier I approval for profit, and by curtailing the FDA’s discretion to 
make controlling benefit-risk judgments as gatekeeper.168 

A libertarian streak, and deep skepticism about the FDA’s 
regulatory standards and the scientific methods they embody, un-
mistakably tinged this precursor to the recent “right to try” legisla-
tive campaign, as indicated by the rhetoric in Senator Brownback’s 
statements to the press, the proposed bill’s “findings,” and its sub-
stantive provisions. The Senator explained his motivations as 

 
 164. Id. 
 165. Senate co-sponsor James Inhofe (R-OK) is often cited alongside Brownback. 
 166. Access, Compassion, Care and Ethics for Seriously Ill Patients (ACCESS) Act, 
S. 1956, 109th Cong. (2005) [hereinafter the 2005 Brownback Proposal]. 
 167. Access, Compassion, Care, and Ethics for Seriously Ill Patients Act, H.R. 6303, 
109th Cong. (2006). 
 168. See 2005 Brownback Proposal, supra note 166. 
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follows, according to a report in the media drawing verbatim from 
a press release from his office:  

Congress must address the needs of terminally-
ill patients who are afflicted with cancer and 
other life-threatening diseases . . . . Unnecessary 
barriers and ethical dilemmas currently prevent 
terminally-ill patients from gaining access to po-
tentially life-saving investigational treatments . . 
. . The decision for terminally-ill patients to take 
an investigational drug should be between the 
physician and the patients, not government bu-
reaucrats.169 

Among others, the following findings prefaced substantive 
provisions of the bill, focusing in particular on the rationale for 
broadening the availability of promising investigational treatments 
to seriously ill patients: 

3) Promising therapies intended to treat se-
rious or life threatening [sic] conditions 
or diseases and which address unmet 
medical needs have received unjustified 
delays and denials of approval. 

4) Seriously ill patients have a right to access 
available investigational drugs, biological 
products, and devices. 

5) [A]ll seriously ill patients [should be af-
forded] access to available experimental 
therapies as a treatment option. 

6) The current emphasis on statistical analy-
sis of clinical information needs to be bal-
anced by a greater reliance on clinical 
evaluation of this information.170 

Substantively, the bill proposed not to directly divest the 
FDA of its role in making benefit-risk judgments about allowing se-
riously ill patients to have access to post-Phase I therapies, but ra-
ther to lower the applicable standards of review so substantially as 
to vastly diminish the FDA’s effective authority.171  
 
 169. Sen. Brownback Introduces ACCESS Act, US FEDERAL NEWS (Nov. 3, 2005), WLNR 
17,904,589. 
 170. 2005 Brownback Proposal, supra note 166. 
 171. See Board of Directors of the Society of Clinical Trials, The Society for Clinical Trials 
opposes US legislation to permit marketing of unproven medical therapies for seriously ill patients, 3 
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The dilutive provisions prompted some in the medical-regu-
latory establishment to sound a loud alarm about a “repudiation of 
the scientific method that is embedded in the Bill.” 172 Specifically 
on the applicable standards for evaluating post-Phase I therapies for 
“Tier I” commercialization, the bill mandated that:  

[the FDA weigh] preliminary evidence [submit-
ted by the sponsor] that the product may be ef-
fective against a serious or life-threatening con-
dition or disease, which evidence may be based 
on uncontrolled data such as case histories, in-
formation about the pharmacological mecha-
nism of action, data from animal and computer 
models, comparison with historical data, or 
other preliminary information, and may be 
based on a small number of patients . . . [and 
that the FDA’s approval decision be] primarily 
based upon clinical evaluation, not statistical 
analysis . . . [and that the FDA consider] 
whether the totality of the information available 
. . . regarding the safety and effectiveness of an 
investigational . . . [therapy], as compared to the 
risk of morbidity or death from a condition or 
disease, indicates that a patient (who may be 
representative of a small patient subpopulation) 
may obtain more benefit than risk if treated with 
the [investigational therapy and if] . . . the 

 
CLINICAL TRIALS 154, 154–57 (2006). The Society is “a non-profit organization committed 
to the development of appropriate and reliable study designs for conducting tests on drugs 
or devices . . . founded in 1978 . . . [with] membership [that] consists of representatives of 
academia, the pharmaceutical industry and the government.” Id. Based on the very high 
attrition rate in development of drugs that make it as far as the completion of Phase I, and 
the “very low” standard for proposed Tier I approval, the Society’s Board concluded that 
seriously ill patients would “very likely be faced with a large pharmacopeia from which to 
choose, with the vast majority of the choices being ineffective or harmful drugs, and with 
no good evidence on which to base the choice.” Id. More generally, the Society condemned, 
with compelling cautionary tales from real-world experience, what it saw as “an effort to 
undermine . . . [the prevailing] well-tested system of scientific evaluation” in which “the 
most reliable data for assessing efficacy is . . . obtained from prospective randomized clinical 
trials that are sufficiently large to establish efficacy at levels of conclusiveness that are 
broadly accepted by the scientific community.” Id. It saw evidence of this “effort to under-
mine” not only in the dilution of evidentiary standards for evaluation of the suitability of 
post-Phase I therapies for treatment use in seriously ill patients, but also in the bill’s general 
prohibition, in drug development, beyond the context of treatment use, of “‘placebo-only 
or no-treatment only concurrent controls’” in clinical trials “‘where reasonably effective 
therapies exist.’” Id. 
 172. Id. 
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potential risk to a patient of the condition or dis-
ease outweighs the potential risk of the product, 
and the product may possibly provide benefit to 
the patient [then the FDA] . . . shall approve the 
application.173 

The bill also provided for administrative procedures (e.g., 
strong appeal rights, rapid decision timelines, and oversight from a 
dedicated Advisory Committee) that would have been highly favor-
able to would-be Tier I product sponsors.174 In a preview of statutory 
elements to come in the recent legislative campaign for “right to 
try,” it also included liability provisions (intended to shield spon-
sors, treating physicians, and others in the treatment and supply 
chains), as well as the familiar element of assurance of the sponsor’s 
continuing work toward full approval.175 

The 2005 Brownback Proposal, and corresponding (some-
what modified) bills introduced in later sessions of Congress,176 
gained little traction. In addition to the criticism cited above, signif-
icant stakeholders, including the FDA as well as mainstream patient 
groups, predictably advocated against upending the regulatory sta-
tus quo.177 But the stalled legislation did, naturally, garner the sup-
port of the Abigail Alliance, whose earlier proposals to the FDA had 
presumably inspired the content in substantial measure.178 

The 2005 Brownback Proposal was not alone among legisla-
tive initiatives to enlarge patients’ range of treatment choice in der-
ogation of the FDA’s broad gatekeeping authority. Particularly con-
spicuous is a raft of bills, equally unsuccessful, that preceded and 
followed it. However, these bills are arguably not on the same his-
torical continuum because their objectives were distinct from, and 

 
 173. 2005 Brownback Proposal, supra note 166. The statutory language to which this 
note refers is a concatenation of elements of various clauses of the bill that collectively 
would have established the evidentiary standard for Tier I approval. 
 174. Id. 
 175. Id. 
 176. See, e.g., Access, Compassion, Care, and Ethics for Seriously Ill Patients Act, S. 3046, 
110th Cong. (2008); Access, Compassion, Care, and Ethics for Seriously Ill Patients Act, 
H.R. 6270, 110th Cong. (2008); Compassionate Access Act of 2010, H.R. 4732, 111th Cong. 
(2d Sess. 2010). 
 177. See, e.g., FDA, Cancer Groups, Industry Pledge to Support Current IND Program, INSIDE 

WASHINGTON’S FDA WEEK (Jan. 13, 2006 5:00 AM), https://insidehealthpolicy.com/fda-
cancer-groups-industry-pledge-support-current-ind-program.   
 178. Id. 
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much broader than, the needs of patients with life-threatening or 
serious conditions.  

It was Senator Thomas Daschle (D-SD) who led the charge, 
initiating a years-long procession of bills of the same name and ilk 
when he introduced the Access to Medical Treatment Act in May 
1994.179 He explained in a hearing that took place later that year 
that the bill intended to “open up the system and allow opportuni-
ties for the trial of alternative treatments that may prove to be ex-
tremely effective.”180 Notwithstanding that superficially modest ob-
jective and Senator’s Daschle’s disavowal of any intent “to dismantle 
the FDA,”181 the bill proposed a massive exception to the FDA’s fun-
damental gatekeeping authority that would “allow an individual to 
be treated by any licensed health care practitioner with any method 
of medical treatment the individual desires so long as there is no 
evidence that the treatment is a danger to the patient.”182 

From the outset, the FDA naturally opposed these bills in 
the strongest possible terms. At the first Senate hearing on the pro-
posed legislation, an FDA Deputy Commissioner testified that it: 

 
 179. Access to Medical Treatment Act, S. 2140, 103d Cong. (1994). The identical bill 
was introduced later that month in the House of Representatives. Access to Medical Treat-
ment Act, H.R. 4499, 103d Cong. (1994). As late as 2002, and during the intervening years, 
Senator Daschle himself continued to introduce comparable legislation, although it evolved 
in an apparent effort to respond to criticism. See, e.g., Access to Medical Treatment Act, S. 
2207, 107th Cong. (2002). Bills of the same exact title, and with highly similar language and 
objectives, were repeatedly introduced in both chambers, during the years preceding and 
following the 2005 Brownback Proposal, culminating in the Access to Medical Treatment 
Act, H.R. 2736, 112th Cong. (2011), sponsored by Representative Dan Burton (R-IN). In 
addition to Senator Daschle and Representative Burton, who each introduced bills of the 
same name and ilk in multiple sessions of Congress, the sponsors were Senator Tom Harkin 
(D-IA) (in two sessions), Representative Peter DeFazio (D-OR) (in multiple sessions), and 
Representative Eleanor Holmes (D-DC) (in one session—the debut session for Daschle’s 
bill). Information about this raft of bills was gleaned by searching with the term “Access to 
Medical Treatment Act” at https://www.congress.gov. 
 180. Access to Medical Treatment Act: Hearing on S. 2140 Before the S. Comm. on Labor and 
Human Resources, 103d Cong. 3 (1994) [hereinafter Hearing on Daschle bill]. See also Access to 
Medical Treatment Act: Hearing on S. 1035 Before the S. Comm. on Labor and Human Resources, 
103th Cong. 2 (1996) (from the prepared remarks of Senator Nancy Kassebaum (R-KS)), 
explaining in the words of the Chair that the Committee’s purpose was to conduct a “hear-
ing on improving Americans’ access to complementary or alternative therapies and on S. 
1035, the Access to Medical Treatment Act, which is designed to accomplish this goal.” Ex-
amples of alternative treatments within the scope of the proposed legislation are acupunc-
ture and traditional herbal remedies. 
 181. Hearing on Daschle bill, supra note 180, at 3. 
 182. Id. at 1 (from the opening statement of Senator Tom Harkin, a strong proponent).  
The bill also provided that the patient be advised that the FDA had not approved the treat-
ment and be fully and accurately apprised of past treatment results. Id. 
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would needlessly expose patients to dangerous 
products. Unlike current law, . . . [the bill] does 
not require a company to test a drug or device 
in animals before it is tested in humans. There 
will be no teratogenicity tests, which kept thalid-
omide away from pregnant women in this coun-
try and their fetuses. 
 
Although . . . [the bill] contemplates allowing 
the use of only those products that show no evi-
dence of harm, this requirement[ ] is virtually 
meaningless without a requirement for scientif-
ically valid testing . . . 
 
Although many experimental alternative medi-
cal approaches have been in wide use, little, if 
any, information may be known about their 
safety or effectiveness for a particular disease or 
a particular group of patients. It is already diffi-
cult to carry out the clinical trials necessary to 
assess scientifically the safety and effectiveness of 
alternative approaches because they are so 
widely used. This difficulty will only increase if . 
. . [the bill] is enacted . . . . 
 
[We are also concerned about] old-fashioned 
quackery. Under current law, health fraud is a 
significant problem. Because . . . [the bill] has 
no requirement for testing effectiveness, it 
would provide a green light for charlatans and 
opportunists to prey on sick and uninformed 
and frightened consumers.183 

It is curious that these proposed bills persisted over a long 
stretch of years. As documented above, they were sponsored, and 
attracted a fair amount of support, on a bi-partisan basis.184 They 
appear, however, to have drawn relatively little attention in the 
scholarly literature and popular media, and never to have posed a 
serious threat to the regulatory status quo. Similar to the “right to 
try” legislative campaign, they carried the banner of “freedom of 
choice,” but the massive complementary and alternative medicine 
(“CAM”)-inspired loophole they proposed to drive through the 

 
 183. Id. at 7–8 (from the testimony of Mary K. Pendergast, Deputy FDA Commissioner). 
 184. See supra notes 176, 179.  
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FDA’s authority—so much more radical than measures tailored to 
respond to the needs of patients with life-threatening and serious 
conditions and no meaningful treatment alternatives—proved to be 
fatally overbroad every time.185  

iii. Ideologically driven, eleventh hour 
pressure on the inaugural rulemaking 
that nearly succeeded in materially 
limiting the FDA’s role in supervising 
treatment use 

At the inception of codification of treatment use in the 
1980s lurks a story of ultimately abortive ideological pressure, ap-
plied by the Presidential Task Force on Regulatory Relief estab-
lished by Ronald Reagan, that is an uncanny precursor of the recent 
legislative campaign. This is a commonly overlooked chapter in the 
regulatory history of treatment use.186 At that time, in the middle of 
the inaugural rulemaking, the pressure aimed to strip down the ple-
nary oversight role that the FDA had first proposed for itself, and 
that issue has remained the crux of the “right to try” debate. In an 
extra phase of rulemaking that the pressure forced, and a subse-
quent congressional hearing that it provoked, as now in the recent 
legislative campaign, FDA “establishment” figures, and mainstream 
patient groups and medical associations, massed in opposition.187 
Those in opposition were reacting to a surprise lurch in the direc-
tion of regulatory rollback that they feared would compromise pa-
tient protections and interfere with methodical drug develop-
ment.188 The backlash succeeded in defusing the late-breaking 

 
 185. Senator Daschle and other proponents were certainly prone to draw upon the 
sympathetic plight of desperately ill patients for rhetorical flourish. For instance, in his 
opening statement in the Senate’s first hearing on his bill, he said 

Individuals, especially those who face life-threatening afflictions for which 
conventional treatments have proven ineffective, should have the option of 
trying alternative treatment so long as they have been informed of the na-
ture of the treatment and are aware that it has not been approved by the 
FDA.  

Hearing on Daschle bill, supra note 180, at 4. 
 186. But see Kathleen M. O’Connor, OMB Involvement in FDA Drug Regulations: Regulating 
the Regulators, 38 CATH. U. L. REV. 175 (1989), which delves into the episode in considerable 
detail, and spurred this author to explore original source materials, many of which are cited 
below. 
 187. See id. at 200-04; see also Congressional Hearing on Treatment Use and Sale Rulemaking, 
supra note 25, at 1-2. 
 188. O’Connor, supra note 186, at 200-04. 
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threat to the agency’s broad gatekeeping role.189 In contrast, the 
recent legislative campaign did land a blow, but as this Article ar-
gues, just a glancing one in immediate practical terms. 

The focal point of the pressure in the 1980s was the eligibil-
ity criteria that would govern treatment use, particularly the appli-
cable evidentiary standard(s) that would guide the FDA’s gatekeep-
ing appraisals.190 Originally, the FDA had proposed a “one-size-fits-
all” evidentiary standard tied to the sufficiency of early evidence of 
safety and effectiveness, entirely in keeping with the FDA’s tradi-
tional gatekeeping role: 

Criteria. FDA may permit an investigational drug 
to be used for a treatment use under a treatment 
protocol or treatment IND unless it finds one of 
the following: 

(1) The application does not fall within the 
terms of this section as it does not involve 
the treatment use of an investigational 
new drug intended for a serious disease 
condition in patients for whom no satis-
factory alternative drug or other therapy 
is available. 

(2) The potential risks outweigh the poten-
tial benefits of the drug in the treatment 
of patients. 

(3) There is not sufficient evidence of the 
drug's safety and effectiveness to justify its 
intended treatment use.191 

Under pressure from the White House, the FDA then 
changed tack, proposing revisions to the evidentiary standard that 
would have heavily diluted its review authority over treatment use 
in patients with immediately life-threatening diseases: 

[T]he consequences of denying treatment use 
for a patient in an immediately life-threatening 
situation are much graver than for a patient with 
a serious, but not immediately life-threatening 
condition. The criteria to deny treatment use 
for an immediately life-threatening disease, in 
turn, recognize this distinction by specifying 

 
 189. Id. at 205–06. 
 190. Id. at 206. 
 191. Initial Proposed Treatment Use and Sale Regulations, supra note 18, at 26,742–43. 
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that denial of treatment use must be predicated 
on evidence that the drug clearly does not pro-
vide a therapeutic benefit or the drug would 
present an unreasonable and significant addi-
tional risk of illness or injury. On the other 
hand, the denial of treatment use for serious, 
but not immediately life-threatening, disease 
conditions can be based on a finding of insuffi-
cient evidence of safety and effectiveness to sup-
port such use. However, in both cases, there 
must be no satisfactory alternative drug or ther-
apy available.192 

In effect, the revisions reversed the burden of proof for treat-
ment use in patients with an immediately life-threatening condi-
tion. The result would have been to shift the FDA’s gatekeeping 
posture from one of judging whether the sponsor had submitted 
“sufficient evidence” of safety and effectiveness to justify treatment, 
to one—in the event of any potential concern about the proposed 
treatment use—of needing to prove the negative that “the drug 
clearly does not provide a therapeutic benefit,” or alternatively, that 
it “would present an unreasonable and significant additional risk of 
illness or injury.”193 The FDA would then typically have to bear this 
burden of proof at quite an immature stage of drug development, 
with scant data available.194 

This shift, particularly in conjunction with a proposed liber-
alization of provisions governing charging for investigational 
drugs,195 departed so significantly from the standards originally pro-
posed that the FDA’s Chief Counsel advised that the regulations as 
revised would be vulnerable to attack under the Administrative Pro-
cedure Act unless they were circulated for another round of public 
notice and comment.196 The FDA heeded the advice, publishing the 
overall “IND rewrite” rule as final on March 19, 1987, but with the 

 
 192. Re-Proposed Treatment Use and Sale Regulations, supra note 56, at 8852. 
 193. Id. at 8850, 8852. 
 194. Congressional Hearing on Treatment Use and Sale Rulemaking, supra note 25, at 23-24. 
 195. See supra notes 65–73 and accompanying text. 
 196. Congressional Hearing on Treatment Use and Sale Rulemaking, supra note 25, at 296. In 
a memorandum to FDA Commissioner Frank Young dated November 18, 1986, Chief Coun-
sel Thomas Scarlett had advised that “I have voiced concerns about the procedure used to 
introduce significant changes in the rule at this stage, and have advised that changes not 
reasonably encompassed by the proposal be re-proposed.” 
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revised provisions governing treatment use, and sale, carved out 
and published as a “re-proposed rule” on the same date.197 

The FDA ultimately relented, after a firestorm of protest and 
intense scrutiny at a congressional hearing, by settling on the now 
entrenched bifurcated standards that uphold its traditional posture 
as a gatekeeper.198 But the story behind the zig, and then the zag, is 
an intriguing preview of dynamics that characterize the recent leg-
islative campaign for the “right to try” investigational drugs. 

In effect, a de-regulatory wave, launched at the outset of the 
Reagan administration, washed over the FDA’s rulemaking while it 
was mid-course. The wave almost capsized the FDA’s traditional 
gatekeeping role over treatment use of investigational drug in pa-
tients with immediately life-threatening diseases, and no meaning-
ful treatment alternatives. But the loud voices and strong reaction 
of key stakeholders righted the ship. 

The story begins with President Reagan’s establishment of 
a Presidential Task Force on Regulatory Relief on January 22, 1981, 
as one of his first acts after moving into the Oval Office.199 Shortly 
afterwards, he signed Executive Order 12,291.200 Among other 
things, the Order intended to “reduce the burdens of existing and 
future regulations . . . [and] provide for presidential oversight of 
the regulatory process.”201 The Order imposed the now familiar re-
quirement that a “Regulatory Impact Analysis” of costs and benefits 
be prepared in support of any proposed “major rule,” and it vested 
the Director of the Office of Management and Budget (“OMB”)—
in several instances, explicitly “subject to the direction of the Task 
Force [the Presidential Task Force on Regulatory Relief]”—with a 
platform of broad oversight over proposed regulations, consistent 
with the Order’s objectives.202 

 
 197. Re-Proposed Treatment Use and Sale Regulations, supra note 56 and accompany-
ing text. 
 198. See Final Treatment Use and Sale Regulations of 1987, supra note 27, at 19,468; see 
also supra note 31 and accompanying text.   
 199. Remarks Announcing the Establishment of the Presidential Task Force on Regulatory Relief, 
THE AMERICAN PRESIDENCY PROJECT U.C. SANTA BARBARA (Jan. 22, 1981), 
https://www.presidency.ucsb.edu/documents/remarks-announcing-the-establishment-
the-presidential-task-force-regulatory-relief. 
 200. Exec. Order No. 12,291, 46 Fed. Reg. 13,193 (Feb. 19, 1981) (to be published in 
3 C.F.R., 1981 Comp.), revoked and superseded by Exec. Order No. 12,866, 58 Fed. Reg. 51,735 
(Oct. 4, 1993) (to be published in 3 C.F.R., 1993 Comp.). 
 201. Id. 
 202. Id. 

https://www.sourcewatch.org/index.php?title=Presidential_Task_Force_on_Regulatory_Relief
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Testimony in a hearing that a House subcommittee held on 
April 29, 1987, as well as substantial investigation preceding the 
hearing, uncovered the heavy hand of the OMB and the Presiden-
tial Task Force in the FDA’s rulemaking.203 FDA Commissioner 
Frank Young acknowledged that while he had already approved the 
original proposals for defining the FDA’s regulatory review over 
proposed treatment use, a re-proposal subsequently emerged from 
interactions with OMB “as part of the Executive Order 12,291 pro-
cess.”204 The Chairman of the subcommittee, Congressman Ted 
Weiss (D-NY), made remarks pinpointing OMB’s role in provoking 
the re-proposal, in light of Young’s testimony and other evidence in 
the hearing record: 

Mr. WEISS. As earlier stated, FDA’s 1983 treat-
ment IND proposal required that potential ben-
efits outweigh risks and that there be sufficient 
evidence of drug safety and efficacy. An OMB 
document received by the subcommittee reveals 
that OMB wanted to remove these require-
ments, claiming that, unlike FDA, it believed 
that “[i]t is not a Federal responsibility to sec-
ond guess a licensed medical practitioner judg-
ment that his patient will benefit from use of a 
particular drug.” 
 
. . . 
 
I have nothing but the highest regard for you, 
Dr. Young, and for the FDA career professionals 
who work with you. My concern is that you and 
they are being overridden by people who do not 
think that FDA’s current regulatory system is 
necessary.205 

 
 203. Congressional Hearing on Treatment Use and Sale Rulemaking, supra note 25. 
 204. Id. at 94. 
 205. Id. at 129–30. The OMB document from which Representative Weiss quoted also 
advocated for forcing changes on FDA because: 

This change [OMB’s initiative to diminish FDA’s gatekeeping authority over 
treatment use of investigational drugs] taken together with amending the 
sale provision attempt to correct the problem in the current and FDA pro-
posed system that act to prevent the use of promising drugs to the patients 
that most need them. (See attached Wall Street Journal). 

 Id. at 282. 
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The record of the congressional hearing (and doubtless the 
rulemaking docket)206 is replete with evidence of deep concern and 
stern opposition to the proposal from diverse stakeholders, includ-
ing a bipartisan group of former FDA Commissioners and Chief 
Counsels; senior managers then employed within the FDA’s drug 
center; the National Institutes of Health; professional medical soci-
eties and institutions; patient advocacy groups; public interest or-
ganizations; and industry.207 The expression of concern from Dr. 
Robert Temple, a highly respected senior leader within the FDA’s 
drug center (both then and now), is particularly vivid: 

It is perfectly clear that the proposal will permit 
the use, paid for by the patient of every hoax in 
the book, including laetrile, Wobe-Mugos ther-
apy, megavitamins treatment (trisomy-21) and 
every other agent not necessarily a hoax in 
Phase I studies without any limitation. 
 
. . . The effect of this proposal is plainly to oblit-
erate all protections of the FD&C Act for imme-
diately life-threatening conditions, however 
these are defined.208 

These sentiments and similar opinions across a broad spec-
trum effectively lifted a tide of opposition able to counteract the 
deregulatory wave from the White House that had pushed the FDA 
in the opposite direction.  

But make no mistake: the push had been hard. The Washing-
ton Post reported in 1987 that the day before the FDA announced 
its re-proposal: 

 
 206. The FDA reported having received “over 300 comments” on the re-proposal. Final 
Treatment Use and Sale Regulations of 1987, supra note 27, at 19,466. 
 207. Congressional Hearing on Treatment Use and Sale Rulemaking, supra note 25, e.g. at 4–
13, 36–59, 103–06, 205–06, 239–41, 243–44, 290–93, 303–14. Some of the materials cited in 
the previous sentence are FDA memoranda in the hearing record that document meetings 
with groups of stakeholders; some (but not all) of these memoranda used rather vague 
language in referring to opposition, such as “many of those attending . . . supported the 
intent and goals . . . but . . . had a number of questions and concerns.” Id. at 239 (quoted 
as a representative example of vague language). Other materials cited in the first sentence 
of this note are in opponents’ own words—i.e., are unfiltered and direct statements of 
strong opposition. 
 208. Id. at 289. 
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[a] heavyweight group . . . [consisting of] Vice 
President Bush, Attorney General Edwin Meese 
III, Commerce Secretary Malcolm Baldrige and 
other top officials . . . [representing] . . . [t]he 
recently revived Vice President’s Task Force on 
Regulatory Relief had summoned [FDA Com-
missioner Frank] Young to talk about a new fed-
eral regulation easing access to experimental 
drugs.209 

The reporter explained that “OMB, backed by the vice pres-
ident’s task force, has formidable power to browbeat government 
regulatory agencies to adopt rules they do not want.”210 By the time 
of the meeting, Young had already capitulated to OMB’s pressure 
to revise the rules in a deregulatory direction, but had prevailed in 
arguing for the procedural path of a re-proposal, so the gathering 
was anticlimactic: the only subject up for discussion was the length 
of the period for public comment.211 In the end, the comment—
i.e., the vociferous opposition from a wide spectrum of stakehold-
ers, including that captured at the congressional hearing—was 
enough to turn the tide.212 

II. THE POOR RECEPTION OF THE NEW PATHWAY AMONG 

PRIMARY STAKEHOLDERS, PORTENDING LOW UPTAKE TO 

COME 

Unless would-be suppliers of promising investigational 
drugs are actually willing to supply them for treatment use, it will 
not happen. The Federal RTTA expressly repudiates the notion of 
legally obligating sponsors to make treatments available along the 
new pathway.213 It also explicitly leaves in place the longstanding 

 
 209. Judith Havemann, Experimental Drugs, Power and the Limits of Deregulation, WASH. 
POST (July 15, 1987), https://www.washingtonpost.com/archive/politics/1987/07/ 15/ex-
perimental-drugs-power-and-the-limits-of-deregulation/bb1429d4-babe-4252-b93b-
cb82f36163c0. 
 210. Id. 
 211. Id. 
 212. Id. 
 213. Federal RTTA, supra note 2, § 2(b)(2) (providing that “[n]o liability shall lie 
against a sponsor manufacturer, prescriber, dispenser or other individual entity for its de-
termination not to provide access to an eligible investigational drug”). 
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Expanded Access pathway.214 Starting with a detailed comparison of 
the new path to the old and then building on that comparison to 
explain major reservations among key stakeholders, this Part exam-
ines why “ethical” drug developers are likely to eschew the Federal 
RTTA pathway. It then corroborates that reasoning by reviewing 
scant reports of early treatment use on “right to try” authority. The 
scant reported use is idiosyncratic and does not convincingly 
demonstrate a likelihood of meaningful uptake of the Federal 
RTTA pathway in the future. 

A. Comparison Of The New Pathway To The Old 

i. Uncoupling of treatment use from the 
FDA’s general framework for 
regulating clinical trials, with loss of 
attendant oversight and patient 
safeguards 

The signal characteristic of treatment use along the Federal 
RTTA pathway is its express divorce—with one important exception 
described below in Part II.A.iv—from the FDA’s general framework 
for regulating clinical trials.215 The result is loss of core oversight 
and patient safeguards inherent in the clinical trial framework. 

 
 214. Id. at § 3(4) (providing that the new pathway “is consistent with, and will act as an 
alternative pathway alongside, existing expanded access policies of the Food and Drug Ad-
ministration”). 
 215. Mechanically, the Federal RTTA effectuates this divorce by providing explicitly 
that: 

drugs [made available for treatment use according to its terms] are exempt 
from sections 502(f), 503(b)(4), 505(a), and 505(i) of this Act [respectively, 
21 U.S.C. §§ 352(f), 353(b)(4), 355(a), and 355(i)], section 351(a) of the 
Public Health Service Act [42 U.S.C. § 262 (a)], and parts 50, 56, and 312 
of title 21, Code of Federal Regulations. 

The Federal RTTA, supra note 2, § 2(a) (codified in pertinent part at 21 U.S.C. § 360bbb–
0a(b) (2018)). This array of exemptions serves to inactivate the linchpins of the modern 
framework for regulating drugs (as well as treatments regulated as biologics), including the 
FDA’s fundamental authority as a gatekeeper, and including provisions regulating the con-
duct of clinical investigations under FDA oversight. In the setting of clinical investigations, 
the inactivated provisions include those governing the required elements of informed pa-
tient consent and the requirement of initial and ongoing IRB review of patient exposures. 
In one respect—the economics—the Federal RTTA remains tethered to the FDA’s general 
framework for regulating clinical trials, by dint of an express requirement of adherence to 
21 C.F.R. §§ 312.6, 312.7, and 312.8(d)(1), id., but even that is attenuated, as Part II.A.4 
discusses. 
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Those features were discussed at length earlier,216 and need not be 
belabored here. 

However, some essentials should be highlighted. To begin, 
a divorce from the clinical trial framework removes the core protec-
tion of FDA and IRB review of the decision whether to treat at all, 
and if treatment is justifiable or could be made so with adjustments, 
then how optimally to treat the patient(s) and manage risk, includ-
ing what to say in the informed consent. As noted earlier, the FDA 
not uncommonly requires changes to safety monitoring, dosing, or 
informed consent when it reviews protocols for treatment use.217 

The uncoupling sacrifices other significant safeguards in-
herent in the general framework for regulating clinical trials as well, 
but they will not be discussed individually, except for just one more 
to illustrate the stakes. This further example concerns required re-
porting of adverse events. Suppliers along the Federal RTTA path-
way are obligated to report but only at yearly intervals “serious ad-
verse events” that come to their attention, as part of required 
annual reports to be defined by FDA regulations.218 This annual ca-
dence puts reporting of any such events of potential highest inter-
est—i.e. those that meet the definition of “unexpected fatal or life-
threatening suspected adverse reaction,” or of “serious and unex-
pected suspected adverse reaction”—on a much slower timeline 
than would apply (respectively, within seven or fifteen calendar 
days) to investigational drugs in the FDA’s general framework for 
regulating clinical trials.219 The accelerated reports required in the 
general framework must be sent not only to the FDA, but also to “all 
investigators to whom the sponsor is providing drug under its INDs 
or under any investigator’s IND.”220 None of these conventional re-
porting mechanisms operate along the Federal RTTA pathway. 
Moreover, while in the FDA’s general framework clinical investiga-
tors are obligated “immediately” to report “any serious adverse 
event, whether or not considered drug related,” to the study 

 
 216. See supra notes 49–54 and accompanying text. 
 217. See supra note 124 and accompanying text. 
 218. Federal RTTA, supra note 2, § 2 (reporting requirement codified at 21 U.S.C. 
§ 360bbb-0a(d)(1) (2018)).  On July 24, 2020, FDA finally published regulations to imple-
ment the statutory reporting requirements. Annual Summary Reporting Requirements Un-
der the Right to Try Act, 85 Fed. Reg. 44,803 (proposed July 24, 2020) [hereinafter Pro-
posed Federal RTTA Regulations] (to be codified at 21 C.F.R. § 300.200). 
 219. 21 C.F.R. § 312.32 (2019). 
 220. 21 C.F.R. §§ 312.32(c), 312.55(b) (2019). 
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sponsor,221 physicians administering drugs along the Federal RTTA 
pathway bear no such obligations,222 which raises the question of 
how exactly any such events are sure to become “known” 223 to a 
supplier, for purposes of their meeting the comparatively light re-
quirement of reporting at yearly intervals. 

ii. Loosening of eligibility criteria relative 
to patients, drug, and non-interference 
with ongoing trials needed to support 
full development 

A patient qualifies for treatment use along the new pathway 
if she “has been diagnosed with a life-threatening disease or condi-
tion” and—as certified by a licensed physician in good standing not 
directly compensated by the manufacturer for so certifying— “has 
exhausted approved treatment options and is unable to participate 
in a clinical trial [of the treatment in question].”224 How the “sever-
ity of condition” standard compares to conceivable alternative 
phrasings can be and has been debated extensively (for instance, 
how it compares to the two categories defined for broad-scale treat-
ment use in the FDA’s Expanded Access regulations,225 and in par-
ticular the extent to which omission of the word “immediately” as a 
qualifier for “life-threatening” is significant).226 In any event, the fo-
cus is still unquestionably on seriously ill patients without 

 
 221. 21 C.F.R. § 312.64(b) (2019). 
 222. See generally 21 U.S.C. § 360bbb-0a (2018).  
 223. 21 U.S.C. § 360bbb–0a(d)(1) (2018) (specifying that “known serious adverse 
events” be included in summary annual reports required of the manufacturer or sponsor 
of any drug used along the “right to try” pathway).  The Proposed Federal RTTA Regula-
tions, supra note 218, implicitly acknowledge that serious adverse events would become 
“known” to suppliers, if at all, by means other than mandatory reporting from physicians 
responsible for treatment along the “right to try” pathway:   

A manufacturer or sponsor can learn about a serious adverse event related 
to use of an eligible investigational drug by an eligible patient from a variety 
of sources . . .  [for example] if information about the adverse event was re-
ported to the manufacturer or sponsor by an eligible patient, their treating 
physician or representative, or another person associated with the use of an 
eligible investigational drug under the Right to Try Act. . . . [or] through a 
review of reports in the scientific literature, unpublished scientific papers, 
or other sources . . . 

Id. at 44,806.   
 224. Id. § 360bbb–0a(a)(1) (2018). 
 225. 21 C.F.R. § 312.320 (2019). 
 226. Shannon Firth, FDA Head Expresses Doubt About 'Right to Try,' MEDPAGE TODAY 
(Oct. 4, 2017), https://www.medpagetoday.com/washington-watch/fdageneral/68310. 
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reasonable treatment alternatives or the ability to participate in a 
conventional clinical trial of a particular treatment.  

However, two longstanding eligibility criteria are conspicu-
ously absent. The first is that someone (if not the FDA, then at least 
the treating physician) make a formal determination on some spec-
ified evidentiary standard(s) that treatment in the particular pa-
tient(s)’ circumstances is justified, i.e., that it has a positive benefit-
risk balance. This is all the more striking because the Federal RTTA 
threshold for drug eligibility—that “a Phase 1 clinical trial has been 
completed”227—is extremely low as a practical matter,228 and FDA 
has no role whatsoever in judging whether the particular Phase I 
study selected as a safety predicate is at all sturdy (in its design and 
the data it yielded) as a basis for continuing exposure of humans to 
the treatment.229 

The second pivotal criterion that is conspicuously missing is 
that treatment use “not interfere with the initiation, conduct, or 
completion of clinical investigations that could support marketing 
approval . . . or otherwise compromise the potential development 
. . . .”230 To be fair, the Federal RTTA does carry ancillary require-
ments as follows, which are reminiscent of some in the standard 
regulatory framework: (1) that the drug in question either be the 
subject of a pending marketing application or that it be currently 
undergoing a clinical trial “intended to form the primary basis of a 
claim of effectiveness in support of approval” under an active IND; 
(2) that development still be active and ongoing; and (3) that the 
FDA not have placed the IND “on clinical hold.”231 But the new law 
differs importantly from the status quo ante in not expressly forbid-
ding treatment use from interfering with the progress of full clinical 

 
 227. Federal RTTA, supra note 2, § 2(a) (codified in pertinent part at 21 U.S.C. 
§ 360bbb–0a(a)(2)(A) (2018)). 
 228. See supra notes 162-64 and accompanying text. It would be nonsensical to consider 
the express requirement in the Federal RTTA of Phase I study completion to be a higher bar 
than applies to treatment use in the conventional Expanded Access program because as a 
practical matter, the FDA would be highly unlikely to exercise its judgment as Expanded 
Access gatekeeper to sanction treatment use before completion of a well-designed, mean-
ingful Phase I study. 
 229. See generally Step 3: Clinical Research, FDA (Jan. 1, 2018), https://www.fda.gov/pa-
tients/drug-development-process/step-3-clinical-research (noting that in the ordinary 
course of drug development, “Approximately 70% of drugs move to the next [post-Phase I] 
phase,” thus indicating that approximately 30% of drugs that complete a Phase I study are 
studied no further). 
 230. 21 C.F.R. § 312.305(a)(3) (2019). 
 231. 21 U.S.C. § 360bbb–0a(a)(2) (2018). 
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development intended to support broad availability pursuant to 
(anticipated) marketing approval. 

In dispensing with these criteria, the Federal RTTA neglects 
two of the fundamental policy pillars that the FDA first established 
in the 1980’s as essential to a careful regulatory framework.232 

iii. Retention of the requirement of 
informed consent, but loss of oversight 
as a result of the uncoupling from the 
FDA’s framework for regulating clinical 
trials 

Giving informed consent to the treating physician is a pre-
requisite for permitted treatment use along the Federal RTTA path-
way,233 but no independent standards (not FDA regulations detail-
ing the procedures and required elements of consent, which are 
specifically inactivated) or third parties (viz., FDA professionals and 
IRB members who in the usual course would review draft informed 
consents for sufficiency) have a governance role to play. The Fed-
eral RTTA explicitly dismantles the usual safeguards.234  

iv. Retention of the same economics, but 
loss of oversight as a result of the 
uncoupling from the FDA’s framework 
for regulating clinical trials 

At least on paper the Federal RTTA maintains the economic 
constraints that generally apply to sponsors and suppliers of investi-
gational drugs: no commercialization or promotional claims of 
safety or effectiveness, and limitation of charging to recovery of “di-
rect costs,” and—for broad-scale treatment use—the costs of pro-
gram administration.235 This strict adherence to financial 

 
 232. See supra note 26 and accompanying text. 
 233. 21 U.S.C. § 360bbb–0a(a)(1)(C) (2018). 
 234. See supra note 215 and accompanying text.  
 235. Specifically, the Federal RTTA conditions its litany of exemptions from the stand-
ard regulatory paradigm, see supra note 215 and accompanying text, on compliance by per-
sons and firms in the supply, distribution, and treatment chains:  

[specifically, compliance] with the applicable requirements set forth in sec-
tions 312.6 [labeling of an investigational new drug], 312.7 [forbearance 
from promotion, test marketing, commercial distribution, or undue prolon-
gation of a clinical investigation], and 312.8(d)(1) [definition of costs re-
coverable when charging for an investigational drug] of title 21, Code of 
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boundaries that the FDA has set as a creature of regulation to en-
force the non-commercial nature of treatment use conserves a key 
element of the status quo ante. However, for reasons already articu-
lated above, uncoupling treatment use under the Federal RTTA 
from the FDA’s general framework for regulating clinical trials 
means that none of the usual governance remains in effect, partic-
ularly the oversight the FDA ordinarily would exercise through re-
view of cost calculations.236 In the usual course, the sponsor’s num-
bers would necessarily be “accompanied by a statement that a 
certified public accountant has reviewed and approved the calcula-
tions,” to assure compliance with cost limitations and otherwise, 
charging at a rate that would not interfere with drug develop-
ment.237 

v. Restriction of the FDA’s ability to rely 
on data from treatment use in review of 
marketing applications 

The Federal RTTA includes provisions intended to address 
long-simmering concern that would-be suppliers of investigational 
drugs may shrink from participating for fear that adverse events 
from treatment use could factor adversely in regulatory reviews of 
marketing applications.238 Specifically, if the FDA seeks to use a 
“clinical outcome” of any treatment use under the Federal RTTA in 
a manner that would “delay or adversely affect the review or ap-
proval” of a marketing application, it must make a formal determi-
nation with “a public health justification” that such use is “critical 
to determining the safety” of the drug undergoing review, and it 
must follow certain procedural requirements in so doing.239 
 FDA’s prior updated statement of policy on the subject seem-
ingly would already have assured would-be suppliers of 

 
Federal Regulations (or any successor regulations) that apply to investiga-
tional drugs. 

See also supra notes 74–81 and accompanying text, which discuss how rulemaking that the 
FDA concluded in 2009 markedly constrained cost recovery. 
 236. See supra notes 80–81 and accompanying text. 
 237. Id. 
 238. See supra notes 84, 135–140 and accompanying text. 
 239. 21 U.S.C. § 360bbb–0a(c) (2018). 
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investigational drugs for treatment use that regulatory risk was neg-
ligible, so one wonders about the practical need for added protec-
tions.240 

vi. Bestowal—but of questionable effect—
of liability protection on 
manufacturers, treating physicians, and 
others in the distribution and 
treatment chains 

The Federal RTTA purports to erect a liability shield for 
manufacturers, physicians, and others in the supply and treatment 
chains, but it does so with provisions that are somewhat ambiguous. 
In any event, they inarguably stop short of completely foreclosing 
potential liability. In light of the remaining exposure (e.g., “gross 
negligence” is explicitly outside the shield), taking the Federal 
RTTA pathway may actually be worse from a liability perspective 
than the alternative, given that the risk of liability in the arena of 
treatment use is remote in the first place,241 and that bypassing FDA 
and IRB review altogether would have a decidedly adverse bearing 
on a manufacturer’s posture in defending against any lawsuit (e.g., 
one alleging an informed consent form was grossly negligent in fail-
ing to warn adequately of risk). 

The details about potential liability that is foreclosed, and 
alternatively that remains open, are instructive. Notwithstanding a 
general preemption of any “cause of action” arising from treatment 
use that the Federal RTTA authorizes, uncodified liability 

 
 240. But see GAO 2019 REPORT, supra note 139, at 21–22, which reports that while seven 
of ten manufacturers interviewed saw the FDA’s policy update as an improvement, four of 
the ten (including two in the “improvement” camp) believed that residual concern about 
the regulatory risk entailed in supplying investigational drugs for treatment use would never 
be fully resolved. 
 241. Among other reasons for the remoteness, the equities in the setting are uncharac-
teristically favorable to a manufacturer that bears the risk and expense of supplying drug 
free of charge (or at cost) to a needy patient, and informed consent forms would tend 
comprehensively to disclose known risks, and risks inherent in taking any drug at a relatively 
immature stage of development, including limitations on what is known about effectiveness. 
See Amy E. McKee, Andre ́ O. Markon, Kirk M. Chan‐Tack, & Peter Lurie, How Often Are 
Drugs Made Available Under the Food and Drug Administration’s Expanded Access Process Ap-
proved?, 57 J. CLIN. PHARM. S136, S140 (2017) (explaining that the authors identified no 
product liability cases arising from treatment use in FDA’s Expanded Access program after 
searching, without any date limitation, three well-known electronic databases of legal mate-
rials and one of general news). 
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provisions leave any “sponsor, manufacturer, prescriber, dispenser, 
or other individual entity” open to liability for any: 

alleged act or omission with respect to an eligi-
ble investigational drug provided to an eligible 
patient pursuant to . . . [the Federal RTTA] and 
in compliance [with its requirements] . . . [if] 
the relevant conduct constitutes reckless or willful 
misconduct, gross negligence, or an intentional tort 
under any applicable State law.242  

Moreover, a broad and ambiguous savings clause, dubbed a 
“limitation,” leaves additional room for doubt and dispute. It pro-
vides that “[e]xcept as set forth . . . [in the other provisions pertain-
ing to liability], nothing in this section shall be construed to modify 
or otherwise affect the right of any person to bring a private action 
under any State or Federal product liability, tort, consumer protec-
tion, or warranty law.”243 

B. Qualms About The Federal RTTA Openly Expressed 
by Senior FDA Officials 

Before and after passage of the Federal RTTA, FDA officials 
at the highest levels were overt in voicing concerns that the new 
pathway threatened to upset the careful balance the FDA had 
worked hard to strike between the earliest possible access for seri-
ously ill patients on the one hand (provided the benefit-risk propo-
sition can be positive), and orderly drug development and adequate 
safeguarding of patients on the other. 

Just a few examples will suffice to demonstrate the regula-
tors’ express sentiments. In 2016 testimony before the Senate about 
the pending legislation, Peter Lurie, then the FDA’s Associate Com-
missioner for Public Health Strategy and Analysis, was blunt: 

[E]ven patients with serious or life-threatening 
diseases and conditions require protection from 
unnecessary risks . . . . FDA is concerned about 
the ability of unscrupulous individuals to exploit 
such desperate patients . . . with every request, 
FDA must determine that the potential patient 
benefit from the investigational drug justifies 

 
 242. Federal RTTA, supra note 2, at § 2(b)(1) (emphasis added). 
 243. Id. at § 2(b)(3). 
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the potential risks and that the potential risks 
are not unreasonable in the context of the dis-
ease or condition to be treated . . . even as it per-
mits more than 99 percent of applications to 
proceed, FDA makes meaningful changes in 11 
percent of expanded access IND applications to 
help ensure patient safety, including changes in 
dosing, safety monitoring, and informed con-
sent. While we welcome suggestions that might 
improve the expanded access process, we would 
caution against any changes that would reduce 
FDA’s role in expanded access or that might un-
dermine the crucial clinical trial development 
process.244 

Shortly after passage of the Federal RTTA in Congress, FDA 
Commissioner Scott Gottlieb suggested that “administratively,” with 
its available tools of guidance and regulation, the FDA could imple-
ment the law with sufficient patient protections.245 His implication 
that the FDA should backstop Congress by flexing some regulatory 
muscle drew a stern rebuke from Senator Ron Johnson (R-WI), who 
had sponsored the legislation: “This law intends to diminish the 
FDA’s power over people’s lives, not increase it . . . . It is not meant 
to grant FDA more power to enable the FDA to write new guidance, 
rules, or regulations.”246 

Finally, the FDA’s Peter Marks, Director of the Center for 
Biologics Evaluation and Research, reportedly initially said at a 2018 
industry conference that he preferred to “carefully side-step” any 
discussion of the Federal RTTA, when questioned about the report-
ing of adverse events experienced by patients who receive treatment 
along the new pathway.247 This reluctance bespeaks the delicacy 

 
 244. Connecting Patients to New and Potential Life Saving Treatments and Exploring a Right 
to Try for Terminally Ill Patients: Hearings on S. 2912 Before the S. Comm. On Homeland Security 
and Governmental Affairs, 114th Cong. 310-11 (2016) [hereinafter the Senate Hearing on the 
Federal RTTA] (from the prepared statement of Peter Lurie, M.D., M.P.H., Associate 
Comm’r. for Public Health Strategy and Analysis, FDA). 
 245. Letter from Ron Johnson, Chairman of the Senate Comm. on Homeland Security 
and Governmental Affairs to Scott Gottlieb, M.D., Comm’r. of FDA (May 31, 2018), availa-
ble at https://www.hsgac.senate.gov/imo/media/doc/2018%2005%2031%20RHJ%20to 
%20Gottlieb%20HHS%20re%20Right%20to%20Try.pdf. 
 246. Id. 
 247. Derrick Gingery, Unlicensed Stem Cell Clinics Are ‘Surrogate’ for Right To Try, US FDA’s 
Marks Says, PINK SHEET (Nov. 21, 2018), https://www.focr.org/news/pink-sheet-unli-
censed-stem-cell-clinics-are-surrogate-right-try-us-fdas-marks-says.  
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with which a public servant approaches implementation of a law 
which he is concerned may not be in the public’s best interest. But 
then, succumbing to the temptation to comment, he fastened upon 
the “surrogate marker” of experience with rogue stem cell clinics 
that operate beyond the FDA’s regulatory horizon: “We know that 
we don’t get the appropriate reporting from those . . . . We don’t 
learn about things until something really bad happens . . . [it] really 
is scary.”248 

C. Opposition To The Federal RTTA From 
Mainstream Patient Advocacy And Medical 
Professional Groups 

FDA officials have not been alone among key stakeholders 
in voicing serious concern. In an uprising reminiscent of the back-
lash in the 1980s to the deregulatory reform pressure that the Pres-
idential Task Force on Regulatory Relief exerted on the FDA’s 
pending treatment use regulations,249 scores of mainstream patient 
advocacy and medical professional groups also lifted their voices in 
opposition. Even after Congress voted to enact the bill, one influ-
ential group—the National Organization for Rare Diseases 
(“NORD”)—persisted in sounding alarm: 

representing the 30 million Americans with rare 
diseases . . . 
 
[w]e . . . are sorely disappointed that the House 
of Representatives has voted to send this legisla-
tion to the President’s desk. 
 
We have strongly opposed all Right to Try legis-
lation, as we do not believe that it will safely and 
genuinely increase access to investigational ther-
apies outside of clinical trials . . . . 
 
[T]he [FDA] already provides access to experi-
mental therapies, all while keeping patient 
safety a top priority . . . we are disappointed that 
Congress has decided to ignore patient safety 
concerns . . . .  
 

 
 248. Id. 
 249. See supra Part II.B.iii. 



ZOFFER_TOPUBLISH (1).DOCX (DO NOT DELETE) 10/28/2020  12:47 AM 

180         WAKE FOREST JOURNAL OF LAW & POLICY    [Vol. 11:1 

The bill that passed the House today is danger-
ous, and we will do everything we can to protect 
our patients from unsafe and ineffective thera-
pies.250 

Before the ultimate votes, alarms sounded by other main-
stream patient advocacy organizations were equally loud. In a 
March 2018 letter to the leaders of the two political parties in the 
House of Representatives, dozens of patient advocacy and profes-
sional medical organizations declared that they: 

collectively represent millions of patients with 
serious and life-threatening diseases . . . [and 
hasten to] reiterate our concern with creating a 
secondary pathway for accessing investigational 
therapies outside of clinical trials that would re-
move . . . [FDA] approval and consultation, and 
would not increase access to promising thera-
pies for our patients because it does not address 
the primary barriers to such access.251 

The month before, the same House leaders received a simi-
lar letter on behalf of some thirty-eight patient advocacy organiza-
tions, cautioning that legislative proposals pending in the Senate 
and House: 

do not effectuate policy changes that would af-
ford our patients greater access to promising in-
vestigational therapies. Instead, these bills 
would likely do more harm than good. . . 
 
[and that] the current regulatory system for 
medical products and research in the United 

 
 250. Featured News, National Organization for Rare Diseases, NORD Issues Statement 
Regarding House Passage of the Right to Try Act (S.204) (May 22, 2018), https://raredis-
eases.org/nord-issues-statement-regarding-house-passage-right-try-act-s-204. The mission 
statement of NORD, posted on its website, is to be “a patient advocacy organization dedi-
cated to individuals with rare diseases and the organizations that serve them . . . along with 
its more than 280 patient organization members . . . [to be] committed to the identifica-
tion, treatment, and cure of rare disorders through programs of education, advocacy, re-
search, and patient services.” Home/About, NATIONAL ORGANIZATION FOR RARE DISORDERS, 
https://rarediseases.org/about (last visited Nov. 23, 2019). 
 251. Letter from more than 75 patient advocacy organizations and medical professional 
societies to Paul Ryan, Speaker of the U.S. House of Representatives, and Nancy Pelosi, 
Minority Leader of the U.S. House of Representatives (Mar. 12, 2018), https:// 
www.cff.org/News/News-Archive/2018/Right-to-Try-Coalition-Letter-March-2018.pdf. 
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States was created as a result of serious patient 
harm and exploitation . . . . Clinical research 
subject protections are in place when experi-
mental products are being tested to ensure the 
safe and ethical treatment of research partici-
pants. Patients seeking expanded access to un-
approved therapies outside of clinical trials must 
be afforded the same ethical standards and pro-
tections as patients taking part in clinical tri-
als.252 

In spite of such deep misgivings among these and other dis-
cerning stakeholders, the legislation passed. The political climate 
for a historic clipping of FDA’s gatekeeping authority had warmed 
as President Trump, his party firmly in control of both houses of 
Congress, assumed command of the federal agenda. In his very first 
State of the Union address, he called for passage of “right to try” 
legislation, which to that point, had sputtered.253 

D. Reasons Why Willing-To-Supply “Ethical” Drug 
Developers Will Prefer The Old Path Over The New 

Although the research-based pharmaceutical industry was 
studiously muted during the legislative campaign,254 little doubt 
now remains of its general reluctance to embrace the new pathway. 

 
 252. Letter from 38 patient advocacy organizations and medical professional societies 
to Paul Ryan, Speaker of the U.S. House of Representatives, and Nancy Pelosi, Minority 
Leader of the U.S. House of Representatives (Feb. 6, 2018), https://www.fightcancer.org/ 
sites/default/files/National%20Documents/February%20Right%20to%20Try%20Coali-
tion%20Letter%20-%20Final.pdf. 
 253. See Remarks by President Trump at S.204, “Right to Try” Bill Signing, 
WHITEHOUSE.GOV (May 30, 2018 12:31 PM), https://www.whitehouse.govbriefings-
statements/remarks-president-trump-s-204-right-try-bill-signing. The President said, 
among other things: 

[W]e worked hard on this. I never understood why it was hard. They’ve been 
trying to have it passed for years. I never understood why. And we worked 
very hard. And I want to thank Vice President Pence for helping us so much. 
Mike was in there, and I’d say, ‘Mike, how we doing? We got to get it ap-
proved.’ And he was—he was really working it. And in my State of the Union 
Address, four months ago, I called on Congress to pass Right to Try. 

Id. 
 254. See Karlin-Smith, supra note 10. According to this report, “the drug industry’s pow-
erful lobbying group, PhRMA . . . kept a low profile on the [“right to try”] issue, worried it 
might look like it’s throwing obstacles in the way of dying Americans, but has quietly 
weighed in for the status quo, saying it wants the FDA to remain a part of the compassionate-
use process.” Id. Beyond being careful not to appear unsympathetic to the plight of seriously 
ill patients, mainstream drug developers would also have been hesitant to offend legislative 
proponents who were allies on other issues. 
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To start, “ethical” developers are acutely conscious of the 
need to approach treatment use of investigational drugs with hu-
mility, drawing on knowledge and expertise outside their walls.255 
Much remains unknown about the safety and efficacy profile of in-
vestigational drugs, particularly the earlier in post-Phase I develop-
ment they may be.256 Cutting FDA and IRB review out of the pro-
cess, and unmooring from all the patient safeguards in the standard 
framework for regulating clinical trials,257 arguably demonstrates 
hubris rather than humility. 

For this reason alone, “ethical” developers will look askance 
at the “bypass” that the new pathway offers. In 2017 testimony at a 
House hearing on “right to try” legislation, biotech executive Ken-
neth Moch explained this wariness, drawing on turbulent experi-
ence he had gained with treatment use when helming a company 
called Chimerix:258 

No ethical company that I know of would ever 
release an experimental medicine outside of the 
FDA’s regulatory process . . . . Right to Try legis-
lation has been written with the assumption that 
the safety of an experimental medicine is well 
characterized after initial Phase 1 testing, and 
the clear evidence is that this is simply not the 
case. Nor is the efficacy of an experimental med-
icine well understood after Phase 1 testing . . .  
 
[T]he FDA is not an impediment in patients get-
ting access to experimental medicine. Rather, 
they are a necessary partner and must be 

 
 255. See infra note 258 and accompanying text. 
 256. Gail A. Norman, Expanding Patient Access to Investigational Drugs, 3 AM. C. OF 

CARDIOLOGY FOUND. 280, 286 (2018) (noting that “90% of drugs that have completed 
Phase I trials fail in Phases II and III due to safety issues and lack of efficacy“). 
 257. See supra Part I.A.ii.c. 
 258. Examining Patient Access to Investigational Drugs: Hearing on S. 204 and House compan-
ion bills, and on H.R. 1020, Before the Subcomm. on Health of the H. Comm. on Energy and Com-
merce, 115th Cong. 26 (2017) at 88–89, 98–109, 111–12 (statement of Kenneth I. Moch, 
President, CEO, Cognition Therapeutics) Mr. Moch introduced the subject of his experi-
ence at Chimerix by stating: “My former company, Chimerix, Inc., went through a very pub-
lic ordeal with a young boy [named Josh Hardy] whose parents undertook a social media 
campaign which resulted in extreme pressure on Chimerix to grant access to an experi-
mental antiviral drug [brincidofovir].” Id. at 98. 
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engaged in the process as a partner with the 
company, for the safety of all patients.259 

Other information about the position of “ethical” develop-
ers points to the same patient-centered reluctance to bypass im-
portant checks and balances. A former colleague of the author who 
gives legal advice to the pharmaceuticals research and development 
organization of the multinational pharmaceutical company Glax-
oSmithKline reported that:  

GSK believes the involvement in compassionate 
use/expanded access of the FDA and an IRB is 
in the interests of the patient, the treating phy-
sician and GSK, and GSK will follow the tradi-
tional FDA expanded access pathway (which in-
cludes FDA approval and IRB concurrence) 
except in exceptional, emergent circumstances 
approved by the CMO [Chief Medical Of-
ficer].260 

Similarly, according to comments by Chief Medical Officer 
Joanne Weldstreicher at a meeting of the Reagan-Udall Founda-
tion, Johnson & Johnson concluded that the new pathway lacks the 
proper checks and balances and that her company’s policy will be 
to not “give access through that pathway.”261 

Finally, the GAO reported in the fall of 2019 that a majority 
of sampled manufacturers are eschewing the new pathway, out of 
respect for FDA’s role in the conventional Expanded Access para-
digm.262 

 
 259. Id. at 96, 114. 
 260. Email from Jeffrey Fleming, Assistant General Counsel, GSK, to author (Sept. 4, 
2019 15:57 EST) (on file with author). 
 261. See Gingery, supra note 247. Reportedly Merck also went on record as opposing 
“right to try” legislation even while it was still working its way through the Congress. Karlin-
Smith, supra note 10. 
 262. GAO 2019 REPORT, supra note 139, at 26, which reports that: 

Many of the 19 manufacturers that communicated they were willing to con-
sider individual requests for access stated that after they have approved a 
request they also required external entities to review the request. These in-
cluded the following: 

• Thirteen stated they require the relevant regulatory authority to 
review requests. Of these, six specified that they require FDA to 
review requests for access in the United States. One of these six 
explained that it required a review by FDA to ensure all available 
safety data for the investigational drug were considered, and 
added that FDA is uniquely aware of such safety data. 
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Beyond ethics, liability considerations do not clearly favor 
the new pathway over the old, no matter what effect the shielding 
provisions of the Federal RTTA were intended to have.263 

Furthermore, at least for sponsors that would be scrupulous 
in respecting the Federal RTTA’s maintenance of the standard tight 
limitations on cost recovery and prohibition of commercialization, 
economic considerations are no more inviting along the new path-
way than the old.264 

Which leaves one, quite substantial consideration that 
weighs decidedly against the new pathway: sponsors’ sensitivity to 
the FDA’s discomfort with being marginalized along the new path-
way. Sponsors that are engaged in substantial drug discovery and 
development as a sustainable business model place a premium on 
cultivating an open, collaborative relationship with the FDA. Max-
imizing their success across different development programs de-
pends on it. Under the IND regime for regulating clinical develop-
ment, the FDA is accustomed to having gatekeeping authority and 
panoramic oversight of all patient exposures to investigational 
drugs, enabled by comprehensive, timely reporting of relevant in-
formation (including accelerated reports of serious and unex-
pected adverse events).265 Except for the relatively light information 
in annual reports required of suppliers of investigational drugs, pa-
tient exposures along the Federal RTTA pathway, in contrast, will 
be shrouded from the FDA, and beyond the reach of safeguards 
inherent in the standard framework for regulating clinical trials.266 
Wariness of straining the prized working relationship with the FDA 
is yet another reason that “ethical” developers will be loath to take 
the “bypass.”  

E. Scant Reported Treatment Use On “Right To Try” 
Authority, Suggesting Light Uptake Ahead 

Reported treatment use premised on the new “right to try” 
authority is scant. Ultimately, reporting mechanisms that are part 
of the Federal RTTA will generate more concrete information 

 
• Five stated that they require the review of a research ethics com-

mittee or an IRB. 
 263. See supra Part II.A.vi. 
 264. See supra Part II.A.iv. 
 265. See supra Parts I.A.ii.c and II.A.i. 
 266. Id. 
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about the extent the new pathway is taken, but they are still dormant 
as of mid-2020.267 In the meantime, scrutiny of much touted exam-
ples of “right to try” already having an impact shows them to be id-
iosyncratic and unconvincing of broader use to come.268 

 
 
 

 
 267. 21 U.S.C. § 360bbb-0a(d)(1) (2018).  This provision of law requires any supplier 
that makes an investigational product available along the new pathway to submit an annual 
summary to FDA of “the number of doses supplied, the number of patients treated, [and] 
the uses for which the drug was made available,” on deadlines to be specified in forthcom-
ing FDA regulations. Id. FDA, in turn, is required under the Federal RTTA to compile and 
post on its website an annual accounting of aggregate use of the new pathway, as well as of 
the Agency’s use—in regulatory reviews of marketing applications for treatments made 
available along the new pathway—of data emanating from the treatment use. 21 U.S.C. 
§ 360bbb-0a(d)(2) (2018). Not until July 24, 2020 did FDA publish proposed regulations to 
implement the reporting requirements.  See Proposed Federal RTTA Regulations, supra 
note 218.  Under the proposal, the regulations’ effective date would be 60 days after publi-
cation of the final rule; the initial required annual reports from suppliers would be due 60 
days after that effective date; and those initial annual reports would cover usage during the 
period from May 30, 2018 (the enactment date of the Federal RTTA) through the regula-
tion’s effective date. Id. at 44,807–08. As a practical matter, assuming quick progression to 
a final rule (the proposal allows for a 60-day comment period), FDA will thus not have any 
data from which to compile the first of its statutorily-required annual summary reports until 
sometime in 2021 at the earliest.  See id. at 44,807–08 (laying out a scenario in which the 
first round of annual reports from suppliers are due to FDA on April 1, 2021).  Interestingly, 
for purposes of the information collection provisions of the Paperwork Reduction Act of 
1995, 44 U.S.C. §§ 44 U.S.C. 3501 et seq., FDA’s estimate is that only “6 sponsors and manu-
facturers would need to prepare . . . [the corresponding] 6 annual summaries.” Id. at 
44,809. 
 268. One media report, published in late 2019, suggested a stirring of some activity 
along the Federal RTTA pathway beyond the well-known examples discussed in this Article. 
See Jeannie Baumann, Experimental Drug Requests Rising Faster Than Previously Thought, 
BLOOMBERG L. NEWS (Dec. 17, 2019 4:38 PM), https://news.bloomberglaw.com/pharma-
and-life-sciences/experimental-drug-requests-rising-faster-than-previously-thought. Not-
withstanding the suggestive title of the piece, the only information it reports is from an 
employee of a single “commercial ethics board” which purportedly had received requests 
to review seven “right to try” submissions. The employee did not say whether any of the 
requests had been approved or whether they encompassed a single drug or different treat-
ments. IRB review is not necessary under the Federal RTTA but it might have been man-
dated by state law where treatment is being proposed or otherwise have been requested on 
a voluntary, prudential basis.  In contrast, as late as July 2020, a trio of academics who are 
part of the Working Group on Compassionate Use and Preapproval Access at New York 
University’s Grossman School of Medicine were reporting that “[d]espite President Donald 
Trump’s claim that right to try could help hundreds of thousands, fewer than 10 patients 
are publicly reported to have received unapproved drugs through this pathway.”  Holly Fer-
nandez Lynch, Kelly McBride Folkers, and Arthur Caplan, Private Equity And Right To Try: A 
Dangerous Combination, HEALTH AFFAIRS BLOG (July 6, 2020), https://www.healthaf-
fairs.org/do/10.1377/hblog 20200701.212620/full. 
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i. Treatment with NurOwn in 2018 of 
one patient suffering from ALS 

Take the case of Mathew Bellina, who suffers from ALS, and 
is one of the namesakes of the Federal RTTA. He sought treatment 
with a stem cell product named NurOwn being developed by the 
Israeli-based biotech Brainstorm Cell Therapeutics Inc. 
(“BCST”).269 The product is manufactured by extracting the pa-
tient’s own stem cells, modifying them to be able to secrete neu-
rotrophic factors that boost nerve tissue growth and survival, and 
then reinfusing them into the patient.270 

In an interview with Bloomberg not long after enactment of 
the Federal RTTA, the CEO of BCST, Chaim Lebovits, suggested 
that his might be the first company to take the new pathway, musing 
about a price of approximately $300,000 in line with the cost of spe-
cialty cell therapies for cancer.271  

In a press release issued shortly afterwards, he recanted. The 
release stated that “after careful evaluation of the newly enacted 
‘Right to Try’ (RTT) Act, it [BSCT] will not make NurOwn® availa-
ble under this legislation at this time . . . [but will instead] continue 
to focus efforts on completing the ongoing NurOwn ® Phase 3 
study.”272 
 The release quoted Lebovits saying, “[a]s we were unable to 
identify a practical funding solution, we unfortunately are not in a 
position to initiate access to NurOwn® under RTT . . . .”273 In an 
interview with Reuters concerning the about-face, CEO Lebovits said 
that he personally would bear the cost of providing NurOwn to Bel-
lina as promised but that no other patients would be granted access 
along the Federal RTTA pathway.274 

 
 269. Tova Cohen, Exclusive: BrainStorm will not provide ALS therapy under U.S. Right to Try 
act, REUTERS (June 26, 2018 7:39 AM), available at https://www.reuters.com/article/us-
health-brainstorm-cell-als-exclusive/exclusive-brainstorm-will-not-provide-als-therapy-un-
der-u-s-right-to-try-act-idUSKBN1JM1BE. 
 270. NurOwn, ALS NEWS TODAY, https://alsnewstoday.com/nurown/ (last visited 
Nov. 8, 2019). 
 271. Michelle Cortez, The ‘Right to Try’ Could Cost Dying Patients a Fortune, BLOOMBERG 

(June 20, 2018 1:44 PM), https://www.bloomberg.com/news/articles/2018-06-20/the-
price-to-try-a-drug-could-be-300-000-for-dying-patients. 
 272. BrainStorm Provides Update on “Right to Try” Policy, BRAINSTORM CELL THERAPEUTICS 

INC. (June 26, 2018 8:05 PM), https://www.prnewswire.com/news-releases/brainstorm-
provides-update-on-right-to-try-policy-300672168.html. 
 273. Id. 
 274. Cohen, supra note 269. 
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ii. Treatment with Gliovac in 2018 of a 
single patient suffering from 
glioblastoma, and perhaps others as 
well in 2019 and beyond 

Take the case of Gliovac, a therapeutic vaccine for treating 
glioblastoma (the pernicious cancer that took the lives of Senators 
John McCain and Edward Kennedy). On January 8, 2019, a com-
pany called ERC-USA, on behalf of itself and the University of Cali-
fornia at Irvine, announced with some fanfare the treatment of a 
patient with Gliovac along the new Federal RTTA pathway.275 But 
this is, in the words of the title of an article by prominent bio-ethicist 
Arthur Caplan and colleagues, a “Bizarre Claim of Right to Try.”276 
They report that the FDA had received notice months in advance 
of intent to treat with Gliovac along the Federal RTTA pathway; that 
the UC Irvine IRB had also reviewed the proposed treatment; and 
that ERC/UC Irvine had received but denied other requests for Fed-
eral RTTA access.277 The Goldwater Institute has since reported that 
an additional “about six patients” have received Gliovac along the 
Federal RTTA pathway and that ERC “is prepared to treat all pa-
tients who are eligible over the next year.”278 According to an even 
more recent report, relaying information attributed to the CEO of 
a company that ERC is said to have “hired in February 2019 to de-
sign and manage the RTT program,” ERC “has approved 10 
 
 275. ERC-USA, ERC-USA Initiates Therapy Under Right to Try Law With First Patient In Cali-
fornia Using Investigational Compound ERC1671 for Treatment of Glioblastoma, GLOBENEWSWIRE 
(Jan. 8, 2019 9:35 AM), https://www.globenewswire.com/news-release/2019/01/08/ 
1682156/0/en/ERC-USA-Initiates-Therapy-Under-Right-to-Try-Law-With-First-Patient-In-
California-Using-Investigational-Compound-ERC1671-for-Treatment-of-
Glioblastoma.html. 
 276. Arthur Caplan, Kelly McBride Folkers, and Andrew McFadyen, A Bizarre Claim of 
Right to Try, HEALTH CARE BLOG (Jan. 18, 2018), https://thehealthcareblog.com/blog/ 
2019/01/18/a-bizarre-claim-of-right-to-try. 
 277. Id. 
 278. Naomi Lopez Bauman, RIGHT TO TRY PROGRAM OFFERS HOPE TO BRAIN 
CANCER PATIENTS, GOLDWATER INST. (Oct. 3, 2019) [hereinafter Hope to Brain Cancer 
Patients], https://goldwaterinstitute.org/article/the-first-announced-right-to-try-pro-
gram-offers-hope-to-brain-cancer-patients. This report was posted on October 3, 2019, so 
“over the next year” can be read to refer either to a 12-month period beginning approxi-
mately then, or to calendar year 2019. The same piece reports that “[f]ormer pharmaceu-
tical executive Richard Garr, who is now CEO of Beacon of Hope, has announced that his 
organization will be running a Right to Try program on behalf of an ALS treatment manu-
facturer.” For more on “Beacon of Hope,” which has since changed its name to “Access 
Hope CRO,” see infra notes 300–303 and accompanying text. 
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requests for access.”279 But according to the same report, which re-
counts discussion at an “Expanded Access Summit” in Washington, 
D.C. in early 2020, “[A] year-and-a-half after its creation, the fed-
eral right-to-try pathway remains little used in getting patients ac-
cess to experimental medicines,” and “[s]peakers said they were 
aware of only one company that currently is making an investiga-
tional drug available under RTT.”280 ERC (quite possibly “the one” 
company) maintains that it stands ready and “is proud to provide 
the product for patients that are not eligible for the current clinical 
trials, under the RIGHT TO TRY law and other new programs es-
tablished by different medical centers in the United States.”281 

iii. Treatment with Lutathera of dozens of 
patients with neuroendocrine cancer by 
Dr. Ebrahim Delpassand (prior to 
enactment of the Federal RTTA) 

The most curious case of them all is the administration of a 
then investigational cancer drug to dozens of patients by Dr. 
Ebrahim Delpassand, a private practitioner in Houston. Dr. 
Delpassand features prominently in the Goldwater Institute’s cele-
bration of the Federal RTTA’s life-saving promise.282 However, by 
the time the federal bill was signed into law in May 2018, Lutathera 

 
 279. Sue Sutter, Expanded Access Advocates Seek Reimbursement Mandate, Manufacturer In-
centives From Congress, PINK SHEET (Feb. 11, 2020), https://pink.pharmaintelligence.in-
forma.com/PS141654/Expanded-Access-Advocates-Seek-Reimbursement-Mandate-
Manufacturer-Incentives-From-Congress.  
 280. Id. 
 281. ERC Belgium, ERC Belgium Submits Marketing Authorization Application to European 
Medicines Agency (EMA) for Glioblastoma Immunotherapy, SITOIGANAP, NEWSTEX BLOGS FIN. 
BUZZ (June 26, 2020 12:05 PM), https://advance.lexis.com/api/permalink/6067f113-
a9dc-48e2-9877-85208630f9ee/?context=1000516. See also ERC-USA, ERC-USA Announces 
Expansion of Glioblastoma Right-to-Try Treatment for ERC1671 with NYU Winthrop Hospital, 
BUSINESSWIRE (July 22, 2020 7:00 AM), https://www.business-
wire.com/news/home/20200722005206/en/ERC-USA-Announces-Expansion-
Glioblastoma-Right-to-Try-Treat ment-ERC1671 (announcing that NYU Winthrop Hospital 
[on Long Island, affiliated with New York University’s Langone Health Center] now, with 
agreement to dose a “right to try” patient, “joins the University of California, Irvine Medical 
Center and John Theurer Cancer Center, Hackensack, NJ in treating recurrent, refractory 
GBM patients with ERC1671 under RTT,” and also claiming that  “oncologists are reporting 
that certain terminal patients treated with ERC1671 under RTT are experiencing unprece-
dented regressions of their disease”). 
 282. See, e.g., Tiedemann, supra note 4, lauding Dr. Delpassand as just one example (“in 
Texas alone”) of widespread use of the new authority. 
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had long since been approved by the FDA.283 Moreover, Dr. 
Delpassand’s history of unauthorized treatment use of Lutathera is 
somewhat checkered, or at least confounded. For a time, he had 
conventional Expanded Access authorization from the FDA, and 
under its auspices treated dozens of patients. But then he lost it 
even though his own experience, and the remarkably broad ex-
tent of other practitioners’ use of the agent under Expanded Ac-
cess,284 suggest that the FDA had made an overall positive regu-
latory determination about the benefit-risk proposition of 
treatment use. 

This history warrants close examination. In 2010 Dr. 
Delpassand began enrolling patients under an investigator-spon-
sored Expanded Access IND that he submitted to the FDA; he 
ultimately treated a total of 144 patients under that authority.285 
In March 2015, however, the FDA denied him permission to en-
roll an additional 100 patients beyond the 150 for which he al-
ready had received authorization.286 In June 2015, Texas passed 
“right to try” legislation.287 At that point, according to his con-
gressional testimony, Dr. Delpassand received assurance from an 

 
 283. FDA approved Lutathera, for certain neuroendocrine tumors in the gut, on 
January 26, 2018. Approval Letter from Richard Pazdur, M.D., Director, Office of Hema-
tology and Oncology Products Center for Drug Evaluation and Research, FDA to Advanced 
Accelerator Applications USA, Inc., Attention: Victor Paulus, Ph.D. (Jan. 26, 2018), 
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2018/208700Orig1s000ltr. 
pdf. 
 284. According to a multidisciplinary internal FDA review memorandum, “a large and 
diverse population of patients treated under expanded access and compassionate use pro-
grams” contributed to the safety database available for regulatory review of Lutathera, in-
cluding a large “investigator-sponsored, open-label, single-arm, single institution, expanded 
access study of 1,214 patients” that was completed by December 2012, as well as 1,695 other 
patients grouped under the heading “Expanded Access Compassionate Use.” CTR. FOR 

DRUG EVALUATION AND RES., U.S. FOOD & DRUG ADMIN., NDA/BLA MULTI-DISCIPLINARY 

REV. AND EVALUATION NDA 207,800 LUTETIUM LU 177 DOTATATE (LUTATHERA) (2016) 
[hereinafter FDA Lutathera Review Memo], 14, 114, 115, https://www.ac-
cessdata.fda.gov/drugsatfda_docs/nda/2018/208700Orig1s000MultidisciplineR.pdf. 
 285. Letter from Ebrahim S. Delpassand, M.D., FACNM, Chairman & Medical Director 
Excel Diagnostics & Nuclear Oncology Ctr. (Mar. 27, 2018) [hereinafter Dr. Delpassand’s 
Rebuttal Letter], available at http://righttotry.org/wp-content/uploads/2018/03/Response-
to-Conressman-Pallone-and-Activist-McFayden.03272018.pdf (responding to comments 
made “[d]uring floor debate on the federal Right to Try bill on March 21, 2018”). 
 286. Id. 
 287. H.B. 21, 84th Leg. Reg. Sess. (Tex. 2015). 
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unnamed law firm288 that he had the authority he needed to con-
tinue treatment use under Texas law and that he had the back-
ing of the state Attorney General. Thus, he persisted in treating 
an additional 178 patients before the FDA approved the drug.289 
However, the conditions of treatment, eligibility criteria, and in-
formed consent remained exactly as they were under the Ex-
panded Access protocol previously in effect at his center.290 In 
other words, his treatment of patients past the expiration of for-
mal authorization was, at least de facto, able to rest upon prior 
regulatory and IRB governance. 

Although Dr. Delpassand apparently defied the FDA, and 
the agency (knowingly or not) permitted his unauthorized treat-
ment use to continue without challenge, the incident is uncon-
vincing as a display of the utility of the Federal RTTA pathway. 
In the first place, it came and went before passage of the federal 
bill. Moreover, before it happened, Dr. Delpassand himself, and 
many others,291 had broadly administered Lutathera with FDA’s 
blessing in a conventional Expanded Access posture, and he con-
tinued to adhere to the same conditions of treatment as under 
his withdrawn authorization. Even if the FDA had known of his 
persistence (presumably he had drug supplies “left over” from 
the time of his earlier authorized use), for the FDA to take en-
forcement action under those circumstances would have been 
to risk political capital at a delicate time, when the “right to try” 
legislative campaign was gaining momentum through achieve-
ment of legislative victory after victory at the state level.  

Ultimately, information in the public domain simply can-
not answer the questions of whether the FDA knew of his persis-
tence or would have seen it as dangerous enough to risk political 
capital in an enforcement action. In a letter Dr. Delpassand 

 
 288. The “law firm” is not identified in the congressional testimony, but the author was 
told that the Goldwater Institute acted as counsel to Dr. Delpassand. Interview with Chris-
tina Sandefur, Executive Vice President, Goldwater Inst., in Durham, N.C. (Oct. 23, 2019). 
 289. S. Comm. on Homeland Security and Governmental Affairs, Dr. Delpassand Video 
Statement to Comm. (Complete), YOUTUBE (Sept. 22, 2018), https://youtu.be/RjiNw P787AQ.  
Dr. Delpassand entered videotaped remarks in the record because he was unavailable to 
deliver in-person testimony, see Senate Hearing on the Federal RTTA, supra note 244, at 240 
(Sen. Ron Johnson, Chairman, explaining the need for videotaping). 
 290. S. Comm. on Homeland Security and Governmental Affairs, Dr. Delpassand Q&A, 
YOUTUBE (Sept. 22, 2018), https://youtu.be/1J1hc-T9i9c. 
 291. See FDA Lutathera Review Memo, supra note 284 (documenting the unusually large 
amount of treatment use that contributed data to the drug’s marketing application). 
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wrote292 to counter allegations made during Congressional 
“right to try” debate that the FDA revoked his Expanded Access 
authorization as a result of research misconduct, he did 
acknowledge “miscommunication” with the FDA about his abil-
ity to continue treating patients after the FDA’s revocation of 
Expanded Access authorization, and also his mistake in missing 
seven day deadlines for reporting adverse events (his reference 
to a seven day deadline suggests the events in question met the 
definition of an “unexpected fatal or life-threatening suspected 
adverse reaction”293). On the other hand, he maintained that at 
the conclusion of the FDA inspection that documented the is-
sues he acknowledged, any miscues had been put in a proper 
(benign) perspective, and that the FDA inspector said that “if 
she or anyone in her family were to be diagnosed with neuroendo-
crine cancer, she would trust their treatment to me and my team.”294 

In any event, Dr. Delpassand earned the enduring respect 
and gratitude of one pivotal figure in the “right to try” legislative 
campaign: Senator Ron Johnson (R-LA), sponsor of the Federal 
RTTA. Senator Johnson paid him tribute in the course of ex-
plaining why state legislation, alone, could not open the “right 
to try” gates in the federal regulatory status quo ante—at least not 
without heroism of the kind he attributes to Dr. Delpassand: 

And, that is basically the reason [why state laws, 
alone, did not enable treatment access outside 
of the conventional IND framework of the 
FDA’s Expanded Access program]. You have the 
31 States that have passed this, but because you 
have no protections at the Federal level, any-
body like Dr. Delpassand is taking a huge risk. 
That is why I call Dr. Delpassand a real hero. He 
is taking an enormous risk with his career treat-
ing these patients and giving them hope. So, we 
really need the Federal law in order for the State 
laws to actually kick in. And, that is really, I 
think, what the strategy was—to show the sup-
port for “Right to Try” in the States—but until 

 
 292. Dr. Delpassand’s Rebuttal Letter, supra note 285. 
 293. For more information about reporting timelines, see supra note 219 and accom-
panying text. 
 294. Dr. Delpassand’s Rebuttal Letter, supra note 285. 
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the Federal Government acts, the State laws 
have not been effective.295 

III. THE LEGISLATION’S BROADER IMPACT IN PUTTING A 

SIGNIFICANT FIRST CRACK IN FDA’S GATEKEEPING 

REGULATORY ARMOR 

A. Business Models Falling Short Of The Patient-
Centric Ideals Of “Right To Try” That The Federal 
RTTA May Spawn On The Margins 

As noted earlier, the willingness of would-be suppliers of 
promising investigational drugs in active development to supply 
them for treatment use along any pathway is the key rate-limiting 
factor.296 The reluctance of “ethical” developers to take the new 
pathway will thus relegate “right to try” authority to the margins. On 
the margins, however, less scrupulous actors may be tempted to take 
advantage of the reduced surveillance and opening for incremental 
revenue along the new pathway. Indeed, in early reports of the mar-
ket responding to the new pathway, the patient-centric, non-com-
mercial spirit of “right to try” is not shining particularly brightly. 
However, these early reports are scant. 

One example is a collaboration announced on August 5, 
2019 between a non-profit organization called the “Right to Try 
Foundation” and a drug developer called Therapeutic Solutions In-
ternational, Inc. A press release of that date issued on behalf of the 
two organizations unabashedly introduces a new business model to 
exploit the Federal RTTA, punctuated by the filing of a patent ap-
plication:  

Therapeutics Solutions International, Inc., [] 
together with The Right to Try Foundation an-
nounced filing of a patent covering its proprie-
tary method of implementing S.204, the Trick-
ett Wendler, Frank Mongiello, Jordan McLinn 
and Matthew Bellina Right to Try Act in a man-
ner which provides a novel means of 

 
 295. Senate Hearing on the Federal RTTA, supra note 244, at 252 (remarks of Sen. Ron 
Johnson, Chairman, during questioning of witness Richard Garr). 
 296. Supra notes 82-86 and accompanying text, and Part II.D. See also Arthur Caplan, 
‘Right-to-try’ laws created little access to investigational drugs. We created a process that does, STAT 

NEWS (Jun. 3, 2019), https://www.statnews.com/2019/06/03/effective-ethical-right-to-try-
process. 
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safeguarding patients while allowing rapid ac-
cess to experimental medications.297 

A patent claiming methods for harnessing the new treat-
ment use option under the Federal RTTA is not exactly a prime 
example of the patient-centric ideals that fueled the “right to try” 
campaign. The press release also discloses that the drug developer: 

has a filed Investigational New Drug (IND) ap-
plication for StemVacs™ a novel Cell Based 
Cancer Immunotherapy . . . that specifically 
trains the immune system to kill cancer stem 
cells [and that] Phase I safety data motivates us 
to continue clinical development of 
StemVacs™, of which part of the development path-
way absolutely includes providing patients access to it 
now under the Right to Try Law.298 

The August 2019 release also quotes Right to Try Founda-
tion founder and President Famela Ramos as lamenting that “[t]he 
fact that publicly this new pathway of providing hope to patients 
with no hope has only been used two times . . . since the law was 
passed is appalling.”299 

In mid-2019, another not particularly inspiring example 
emerged: a new contract research organization (“CRO”) called Ac-
cess of Hope CRO that is “the first CRO dedicated solely to facilitat-
ing Right to Try access programs at scale for drug developers, and 
the treatment community.”300 This new organization is well-attuned 
 
 297. Therapeutic Solutions International, Inc., Therapeutic Solutions International Collab-
orates with Right to Try Foundation on Novel Means of Protecting Patients While Hyper-accelerating 
Drug Development, GLOBALNEWSWIRE (Aug. 5, 2019 9:00 AM), https://www.globenews-
wire.com/news-release/2019/08/05/1896899/0/en/Therapeutic-Solutions-Interna-
tional-Collaborates-with-Right-to-Try-Foundation-on-Novel-Means-of-Protecting-Patients-
While-Hyper-accelerating-Drug-Development.html. 
 298. Id. (emphasis added). A subsequent press release from December 2019, announc-
ing an unrelated sales agreement, reiterated the intent of Therapeutic Solutions to “drive 
our Right To Try program for stem cells in CTE [Chronic Traumatic Encephalopathy] and 
TBI [Traumatic Brain Injury].” Therapeutic Solutions International, Inc., Therapeutic Solu-
tions International Enters Into Multi-million Dollar Master Sales Agreement With WCTE, Inc., 
CISION PR NEWSWIRE (Dec. 23, 2019 9:21 AM), https://www.prnewswire.com/news-re-
leases/therapeutic-solutions-international-enters-into-multi-million-dollar-master-sales-
agreement-with-wcte-inc-300978924.html. 
 299. Therapeutic Solutions International Collaborates with Right to Try Foundation on Novel 
Means of Protecting Patients While Hyper-accelerating Drug Development, supra note 297. 
 300. About, ACCESS HOPE CRO, https://www.ahcro.com/about (last visited July 20, 
2020). Access Hope was originally launched under the name “Beacon of Hope CRO.” See 
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to the possibility of generating revenue from services incident to 
offering investigational drugs along the Federal RTTA pathway, 
even while recognizing that charging for investigational drugs 
themselves is limited (to recovery of “direct costs,” and, for broad-
scale treatment use, the costs of program administration): 

PAYMENTS 
 
Physicians and other service providers can be 
paid under Right to Try. Under the Act patients 
can only be charged the “cost” for the actual 
drug if they are charged for it at all. In most in-
stances it is assumed the drug will be provided 
at the sponsor’s expense as in a traditional clin-
ical trial. At Access Hope CRO we will also be 
administering programs that are “patient pay” 
for services and possibly even for the drug as 
well as programs that look more like traditional 
sponsor funded studies.301 

Access Hope CRO asserts that the Federal RTTA presents 
sponsors with an: 

opportunity to collect meaningful real world 
data from patients, see that data in real time, 
and at a fraction of the cost of randomized clin-
ical trial data . . . [so as to be able] to stop throw-
ing away all the data from so many patients 
[“screen fails,” for instance] who want to partic-
ipate in your drug development program.”302  

However, assuming that any data to be collected are in-
tended to support marketing applications, to support robust mar-
keting claims (directed to prescribers, third-party payers, or pa-
tients), or even just to be reliable inputs to exploratory (signal-
generating) analyses, why would any sponsor that is allocating finite 
development resources elect to forego the guidance and credibility 

 
Access Hope CRO, Beacon of Hope CRO Changes Name to Access Hope CRO, CISION PR 

NEWSWIRE (Oct. 21, 2019), https://www.prnewswire.com/news-releases/beacon-of-hope-
cro-changes-name-to-access-hope-cro-300941547.html. 
 301. Providers, ACCESS HOPE CRO, https://www.ahcro.com/providers (last visited July 
20, 2020). 
 302. Sponsors, ACCESS HOPE CRO, https://www.ahcro.com/sponsors (last visited July 
20, 2020). 
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conferred by FDA and IRB oversight, under an IND? Could the op-
portunity to generate revenue by charging for services in new “mar-
kets,” or (to be more provocative) the opportunity to generate rev-
enue by interpreting “cost recovery” liberally (effectively shielded 
from FDA surveillance),303 be part of the answer? 

The same questions hover above more recent developments. 
One is the announcement that even before its initiation of Phase I 
trials (“anticipated human trials [to begin] in the summer of 
2020”), the developer of an early stage cancer drug called 
Caflanone has already decided it will “utiliz[e] the 2018 Right to 
Try Act, passed into law under the Trump Administration.”304 An-
other is news breaking in June 2020 of a new “Healthcare System in 
the U.S. Offering Integrative Cancer Care under Right to Try Act,” 
resulting from the deployment of a purported novel private equity 
investment vehicle, and the recruitment of health care executives 
with the experience of operating “a highly successful integrative 
[oncology] care clinic in Playas Tijuana Mexico . . . [which in large 
part caters to the needs of international patients who] have ex-
hausted the current standard of care and are looking for alterna-
tives.”305 

B. The Long Running Undercurrent Of Aversion To 
FDA’s Broad Gatekeeping Authority, With Broader 
Ambitions Than Liberalizing Treatment Use, That 
The Recent Legislative Campaign Reflects 

More concerning than fringe business models is the Fed-
eral RTTA’s success, where several prior challenges in the treat-
ment use context failed, in formally chipping away a part (albeit 
small for now) of the FDA’s broad gatekeeping authority in the 
contemporary drug regulatory system. For fear of coming across 
as callous, one hesitates to discount heart-wrenching stories of 
terminally ill patients—seeking a “last resort” option to take 
whatever promising treatment they might like—as the 

 
 303. See generally supra Part II.A.iv. 
 304. Pinedale Energy Ltd., MCF Pinedale Energy arranges RTO with Flavocure, CANJEX 

PUBLISHING LTD. (May 25, 2020), https://advance.lexis.com/api/permalink/b50fd05c-
986c-48b0-a9b5-0c7e429f8fa7/?context=1000516. 
 305. Vivaris Capital, Vivaris Capital Launches VICAN for United Cancer Centers, CONTIFY 

INVESTMENT NEWS (June 3, 2020 6:30 AM), https://advance.lexis.com/api/per-
malink/1806abe7-16d6-470d-8fd7-2828e08ee277/?context=1000516. 
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motivational fuel for the recent legislative campaign. But in prac-
tical terms, the Federal RTTA and its counterparts at the state 
level have achieved relatively little in comparison to the bold 
claims and celebration of proponents and supportive politi-
cians.306 Something else must account for the clamor. 

In the recent legislative campaign for “right to try,” a per-
sistent undercurrent of aversion to the FDA’s broad gatekeeping 
authority in the modern drug regulatory paradigm, particularly 
as it impinges on terminally ill patients, has finally found an out-
let in the form of deregulatory, statutory reform.307 For propo-
nents, that is in itself quite exciting. Regulatory rollback can be 
done! 

The undercurrent flows through the worlds of academia, 
politics, business, the media, and libertarian and deregulatory-
minded activists.308 To start with the academy: in 1973, Sam 
Peltzman, an economist then at UCLA, in an article titled An 
Evaluation of Consumer Protection Legislation – The 1962 Drug Amend-
ments, argued on the basis of a complex mathematical model that 
expanding the FDA’s gatekeeping authority to include a pre-
marketing determination of a drug’s effectiveness had been 
quantifiably counter-productive to patient welfare.309 Likewise, 
Richard Epstein, a prominent legal academic, raised serious 
questions about the FDA’s pre-market approval authority in his 
2006 book Overdose: How Excessive Government Regulation Stifles 

 
 306. Holly Fernandez Lynch, Kelly McBride Folkers, and Arthur Caplan, Private Equity 
And Right To Try: A Dangerous Combination, HEALTH AFFAIRS BLOG (July 6, 2020), 
https://www.healthaffairs.org/do/10.1377/hblog20200701.212620/full. 
 307. See Karlin-Smith, supra note 10. 
 308. If one searches the phrase “abolish the FDA” in Google, hundreds of thou-
sands of results are called up. 
 309. See Sam Peltzman, An Evaluation of Consumer Protection Legislation – The 1962 Drug 
Amendments, 81 J. POL. ECON. 1049 (1973). Although the modeling is difficult for a layman 
to follow, let alone to summarize effectively, the article carries an abstract that will suffice: 

The 1962 drug amendments seek to prevent wasted expenditure stimulated 
by exaggerated claims for effectiveness of new drugs by requiring pre-
marketing approval of all new drug claims by the . . .  [FDA]. The compli-
ance costs are shown to have engendered a marked reduction in drug inno-
vation. Consumer surplus analysis is then adapted and supplemented with 
“expert” drug evaluations to estimate the relevant benefits and costs. The 
main finding is that benefits forgone on effective new drugs exceed greatly 
the waste avoided on ineffective drugs. The estimated net impact is equiva-
lent to a 5-10 percent tax on drug purchases.  

Id.  
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Pharmaceutical Innovation.310 In more recent times, according to 
The Nation, “a number of free-market economists, including several 
affiliated with the Mercatus Center at George Mason University . . . 
[now] argue for . . . broader regulatory rollbacks at FDA.”311 

Politically, where better to start than with former Presi-
dent Ronald Reagan. In an interview he gave shortly before tak-
ing office, he reportedly said that “‘[t]he FDA should not be al-
lowed to forbid physicians from prescribing promising new drugs 
while it engages in seemingly interminable tests to measure . . . ef-
fectiveness in all conceivable applications.’”312 This came on the 
heels of the Supreme Court’s decision in Rutherford,313 upholding 
the FDA’s ability to apply its drug regulatory authority in the con-
text of terminally ill patients seeking access to Laetrile. Before that 
decision, twenty-seven states had passed legislation legalizing the 
drug under state law.314 Senator Brownback, as noted earlier, in-
sisted when he introduced legislation in 2005 that, “[t]he decision 
for terminally-ill patients to take an investigational drug should be 
between the physician and the patients, not government bureau-
crats.”315 These statements of politicians of days gone by are fore-
runners of recent statements from President Trump, Senator Ron 
 
 310. See Nigel S.B. Rawson, Book Review, 297 JAMA 646, 646 (2007) (reviewing RICHARD 

A. EPSTEIN, OVERDOSE: HOW EXCESSIVE GOVERNMENT REGULATION STIFLES 

PHARMACEUTICAL INNOVATION (2006)). According to the reviewer, Epstein advocates roll-
ing back the FDA’s general gatekeeping role in favor of vesting far greater decision-making 
authority in individual patients and their doctors: 

In making the decision about whether a particular patient should take a 
particular drug, Epstein considers the crucial question to be “who should 
decide”—the state (on behalf of the patient) or patients with their agents? 
Epstein at 109. In Epstein’s opinion, it should normally be the patient and 
his or her physician. As a result, he is critical of the FDA’s one-size-fits-all 
approach, because he believes that it penalizes patients who might find 
medications that show little average effect or have a small risk of an adverse 
reaction to be beneficial for them.  

Id. 
 311. Zoë Carpenter, The ‘Right-to-Try’ Unproven Pharmaceuticals Is a Right-Wing Scheme, 
THE NATION (Feb. 12, 2018), https://www.thenation.com/article/the-right-to-try-un-
proven-pharmaceuticals-is-a-right-wing-scheme. See also Karlin-Smith, supra note 10 (attrib-
uting to “free market economist” Alex Tabarrok of George Mason University the perspec-
tive that in elevating to highest priority protecting against the risk of an unsafe drug 
reaching the market, the current regulatory paradigm wrongly condemns patients who 
could benefit from earlier treatment access to “an ‘invisible graveyard’—a death toll, he 
argues, that could well be much larger than the number of patients harmed by approved 
drugs”). 
 312. Havemann, supra note 209. 
 313. See supra notes 145–149 and accompanying text. 
 314. Havemann, supra note 209. 
 315. See supra note 169 and accompanying text. 
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Johnson (sponsor of the Federal RTTA), and other political cham-
pions of the present. 

In the media, television news personality John Stossel 
made a splash in 2010 when he argued in the eponymous weekly 
show he then hosted on Fox Business News that “the FDA should 
be abolished and replaced with . . . nothing.”316 In a print piece 
he published the day before the broadcast, Stossel previewed his 
point of view: 

People suffer and die because the government 
"protects" us. It should protect us less and re-
spect our liberty more . . . . 
 
All drugs involve risk. In a free country, it should 
be up to individuals, once we're adults, to make 
our own choices about those risks. Patrick 
Henry didn't say, "Give me absolute safety, or 
give me death." He said "liberty." That is what 
America is supposed to be about.317 

The undercurrent runs in business circles as well. The 
New York Times reported in 2017 that a libertarian named Jim 
O’Neil, who maintains “that companies should not have to prove 
that their drugs work in clinical trials before selling them to con-
sumers,” was on President Trump’s short list for his first nomi-
nation to the post of FDA Commissioner (Dr. Scott Gottlieb was 
ultimately nominated).318 Mr. O’Neil, who works in the invest-
ment industry alongside prominent investor Peter Thiel, had re-
portedly advanced a very radical proposal for reform of the drug 
regulatory system, “called ‘progressive’ approval, in which drugs 
that were proved safe, but not yet proven effective, could be allowed 
on the market. ‘Let people start using them, at their own risk,’ Mr. 
O’Neill said. ‘Let’s prove efficacy after they’ve been legalized.’”319 

 
 316. Jim Edwards, John Stossel’s Plan to Abolish the FDA Should Be Laughed Out of Town, 
CBS NEWS (Mar. 1, 2010 3:15 PM) (emphasis in original), https://www.cbsnews.com 
/news/john-stossels-plan-to-abolish-the-fda-should-be-laughed-out-of-town. 
 317. John Stossel, Whose Body Is It?, REAL CLEAR POLITICS (Feb. 24, 2010), https:// 
www.realclearpolitics.com/articles/2010/02/24/whose_body_is_it_104542.html. 
 318. Katie Thomas, Trump’s F.D.A. Pick Could Undo Decades of Drug Safeguards, N.Y. TIMES 
(Feb. 5, 2017), https://www.nytimes.com/2017/02/05/health/with-fda-vacancy-trump-
sees-chance-to-speed-drugs-to-the-market.html. 
 319. Id. 
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Publications of the Goldwater Institute itself, the archi-
tect of the recent legislative campaign, more than hint at a 
broader drug deregulatory agenda than the Federal RTTA itself 
could possibly deliver. In one, the Institute acknowledges that:  

Right to Try’s most important contribution is 
that it recognizes and protects the fundamental 
principle of patient autonomy. Indeed, the law 
explicitly intends to “expand[] the scope of in-
dividual liberty and agency among patients, in 
limited circumstances.” It does this by recogniz-
ing that these deeply personal decisions belong 
in the hands of patients and their physicians. 
 
Reforms are speeding up access, recognizing 
that these important decisions rightfully belong 
with patients whose doctors are recommending 
these treatments. These types of reforms did not 
start with Right to Try—nor will they end here. 
We are in the midst of a rapid period of medical 
innovation that holds the promise of delivering 
personalized treatments and curing diseases 
that, just a few short years ago, were death sen-
tences. And there is a growing realization that 
today’s FDA, which was established in its current 
form in the 1960s, is not keeping pace with the 
innovations now taking place.320 

A 2018 report in The Nation, mentioned earlier,321 directly 
makes the argument that “right to try” is just the proverbial tip of a 
deregulatory iceberg.322 In other words, it portends more to come. 
The report is informed by the perspective of Daniel Carpenter, who 
is the Allie S. Freed Professor of Government at Harvard University, 
and author of the book Reputation and Power: Organizational Image 
and Pharmaceutical Regulation at the FDA (2010): 

If right-to-try legislation won’t do much for pa-
tients, what’s the point? “The ultimate aim is a 
kind of libertarian paradise of deregulation,” 
said Daniel Carpenter . . . . With right-to-try, 
Goldwater and other supporters have started to 

 
 320. Hope to Brain Cancer Patients, supra note 278. 
 321. Carpenter, supra note 311. 
 322. Id. 
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reframe a dialogue about drug safety as one 
about “rights”—a legal metaphor that is “deeply 
resonant” in American politics, Carpenter said, 
and that could be used in the future to erode 
other patient safeguards. If people with terminal 
illnesses have a “right” to products with minimal 
safety testing, why not people with chronic dis-
eases, or anyone else? “It begins to create a 
whole range of exceptions to the FDA’s gate-
keeping power, which we’ve had for almost a 
century in this country, and which undergirds 
the confidence that Americans can have in the 
safety and efficacy of their medicines . . . .”323 

Finally, a piece in Politico cited earlier, also quoting Har-
vard’s Carpenter as well as others along a broad spectrum of opin-
ion, similarly positions the “right to try” legislative campaign on 
“both the state and federal level” as “part of a sustained campaign 
to roll back the power of the Food and Drug Administration more 
broadly, loosening more than half-a-decade’s worth of drug regula-
tion, largely driven by one Arizona free-market think tank.”324 

The essay in Politico documents the Goldwater Institute’s ad-
vocacy for lightening and accelerating the process of developing 
drugs and gaining FDA marketing approval; for freeing drug com-
panies from restrictions on marketing approved drugs for unap-
proved uses; for limits on the FDA’s authority to regulate the emerg-
ing field of autologous stem-cell products (which harness tissue or 
cells from a patient’s own body as the building blocks for therapies); 
and for retrenchment of the FDA’s regulation of the controversial 
sector of compounding pharmacies.325 And, it reports that in advo-
cating for a downsizing of the FDA’s regulatory authority, the Gold-
water Institute is working within an ecosystem of allied advocacy 
groups (“including Freedom Works and the Abigail Alliance”) and 
“thinkers in academia and business who object to FDA for ideolog-
ical or economic reasons,” including the aforementioned Peter 
Thiel.326 

 
 323. Id. 
 324. Karlin-Smith, supra note 10. 
 325. Id. (noting one Institute report that quotes a patient as saying “‘I understand that 
they [FDA] are trying to be protective. But tell me the risks and then let me make my own 
decision. I don’t need a nanny’”). 
 326. Id.; see also Thomas, supra note 318. 
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In this context, “right to try” legislation, albeit limited in its 
practical impact, carries significant symbolic value. It is, for those 
committed to pushing against the FDA’s broad gatekeeping author-
ity in the modern drug regulatory paradigm, after a number of pre-
ceding failures, at least some tangible movement forward. On the 
other hand, for those who take comfort in the strength of the regu-
latory armor that empowers the FDA in the modern drug regulatory 
system, it is one crack down, and of greater concern, potentially 
more (and potentially more substantial) cracks to go.327  

CONCLUSION 

A keen appreciation of the history of the FDA’s regulation 
of treatment use, prior unsuccessful challenges to the FDA’s author-
ity, and the all-important linkage to the FDA’s broad gatekeeping 
authority in the contemporary drug regulatory system all elucidate 
the real significance of the Federal RTTA pathway and its state 
counterparts. The legislation will deliver far less than promised as a 
practical matter, notwithstanding all the fuss involving proponents’ 
dramatic proclamations of unlocking opportunities for desperately 
ill patients to live longer or with improved quality of life. Compared 
to the carefully balanced Expanded Access pathway for making 
promising investigational drugs available, which has evolved and 

 
 327. Unrest remains strong among proponents of loosening FDA’s regulatory grip on 
access to medicines, even in the immediate context of treatment use. See Kelly Lienhard, 
GOP Lawmakers To Push For Expanded Parallel Track Under New FDA Chief, INSIDE HEALTH 

POLICY (Dec. 12, 2019 12:56 PM), https://insidehealthpolicy.com/daily-news/ gop-law-
makers-push-expanded-parallel-track-under-new-fda-chief. According to the INSIDE 

HEALTH POLICY report, “Sen. Ted Cruz (R-TX) and other conservative lawmakers intend to 
pursue an expansion of [avenues for access to investigational drugs] . . . if Stephen Hahn is 
appointed FDA commissioner.” (Hahn was confirmed on December 12, 2019. See Laurie 
McGinley, Senate confirms oncologist Stephen Hahn as FDA commissioner, WASH. POST (Dec. 12, 
2019 2:15 PM)) The INSIDE HEALTH POLICY report focuses on the potential to enable would-
be suppliers to increase the amount they are authorized to charge for unapproved drugs, 
and to lighten administrative burdens. It also notes that the Goldwater Institute and like-
minded activists at a group called the Heartland Institute agree that further reform in the 
context of treatment use is necessary: 

The conservative lawmakers aren’t alone in their push for an expanded Par-
allel Track program. The Heartland Institute has created the Freedom to 
Choose initiative, which would implement a similar program and provide 
faster access to new drugs without FDA supervision. Heartland believes this 
would end what it views as FDA’s “excruciatingly slow process” for patients 
applying for Expanded Access and end a supposed FDA monopoly on new 
medications.  

Goldwater Institute also believes there’s a need for an expedited process to increase access 
to investigational medications. 
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improved with time, the pathway opened by the Federal RTTA un-
derstandably worries regulators, mainstream patient advocacy 
groups, and would-be suppliers. The willingness of the latter to par-
ticipate is rate-limiting. These principal stakeholders are wary of un-
ethically compromising patient protections or undermining orderly 
drug development. As a result, the new pathway has been, and is 
likely to stay, relegated to the fringes. 

While the new pathway may open new opportunities for un-
scrupulous operators at the fringes, it promises something even 
more concerning to those accustomed to the FDA’s strong guardian-
ship of patients: excitement to fuel a continuing campaign for ad-
ditional regulatory rollback. An ideological undercurrent has been 
pushing against the FDA’s broad gatekeeping role in the modern 
regulatory system for some time, particularly insofar as it circum-
scribes treatment choices available to seriously ill patients. In the 
recent legislative campaign for “right to try,” the undercurrent has 
finally forced an opening, albeit for now a very narrow one. But 
“proof of concept”—achievement of tangible results—is in hand. 
And in the meantime, “saving lives,” however dubious the claim, al-
ways makes for good fodder on the campaign trail. 
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